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1. STUDY CONTACT INFORMATION
Table 1: Celgene Corporation Emergency Contact Infonation

Role in Study Name Address and Telephone Number

Study Manager Mark Awadalla or designge 86 Mornerhue
Summit, NJ 07901
Phone: 908-673-9244
Fax: 908-673-2775
mawadalla@celgene.com

Responsible Mark Jones, M.D. or 86 Morris Avenue
Clinical Research | designee Summit, NJ 07901
Physician Phone: 908-673-9245

Fax: 908-673-2774
mmjones@celgene.com

Drug Safety Global Drug Safety 86 Morris Avenue
Contact (North America) Summit, NJ 07901
Phone: 908-673-9667
Fax: 908-673-9115
drugsafety@celgene.com

International Celgene International Sarl
(ex-North America) Att: Drug Safety Department
Route de Perreux 1

2017 Boudry — CH

Phone line: +41 (0)32 729 8776
Fax line: +41 (0)32 729 8709
drugsafetyeurope@celgene.com

24-Hour Mark Jones, M.D. or 86 Morris Avenue
emergency contact designee Summit, NJ 07901
Phone: 908-307-3582
Fax: 908-673-2774
mmjones@celgene.com
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2. SYNOPSIS

Name of Sponsor/CompanyCelgene Corporation

Name of Investigational Product:Lenalidomide (CC-5013)
Protocol Number: CC-5013-COLO-001

Protocol Title: A Phase 2, open-label study to assess the effamadysafety of lenalidomide
in combination with cetuximab in pretreated suljegith KRAS mutant metastatic
colorectal cancer

Indication: Metastatic colorectal canc@ZRC)

Study Duration Phase of development

Only subjects with documented KRAS mutant tumors lve Phase 2
included. Screening period for up to 28 days.

This Phase 2 study will be conducted in three p&tsse 2a -
Safety Lead-In, Phase 2b - Proof of Concept (P@@j,Phase
2b - Expansion. All subjects enrolled will contintgereceive

study treatment until documented tumor progressioacceptablé
toxicity, death, or treatment discontinuation fay@ther reason.

Study Follow-up period will consist of a follow-wyisit 28 days
after last dose of investigational product(s). jScis will
subsequently be contacted by telephone by the sitetyfor
survival every 90 days until death or 5 years glstontinuation.

Objectives
Primary
* Phase 2a
— To determine the Maximal Tolerated Dose (MTD) efdkdomide in
combination with cetuximab in subjects with KRAStant metastatic CRC.
* Phase 2b
- 'Cl':o dCetermine the response rate in subjects with 8RAutant metastatic
RC.

Secondary (all phases)

* To evaluate the safety and tolerability in subjedth KRAS mutant metastatic
CRC.

* To assess the clinical efficacy in subjects withA&Rmutant metastatic CRC.
Exploratory (all phases)

* Analysis of biomarkers as measures for validatibclinical efficacy and
toxicity.
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Study Endpoints

Primary:
* Phase 2a
- MTD
* Phase 2b

- Response Rate according to Response Evaluaticgri@rih Solid Tumors 1.1
(RECIST 1.1) Eisenhauer, 2009

Secondary (all phases)
* Progression Free Survival (PFS).

« Safety / Tolerability (type, frequency, severitpdarelationship of adverse events
to investigational products).

e Duration of Response.

* Disease Control Rate (DCR).

* Overall Survival (OS).

Exploratory (all phases)

* Assessment of biomarkers including, but not limited
— Immuno flow cytometry panel for T cells and NK eell
— Cytokines/immune markers.
— Growth factors.
— Circulating tumor cells.
- FCgR polymorphisms.
— EGFR copy number.

Study Design:

This is a Phase 2, multicenter, open-label studgrdlidomide in combination with
cetuximab in subjects with KRAS mutant metastafRCC The primary objective of the
study is to determine the MTD in Phase 2a and respoate in Phase 2b. The secondary
objectives are to evaluate the safety, tolerabidityd efficacy.

Subjects will be screened within 28 days of stuadlyyeas outlined imrable 2 Laboratory
testing will be performed by a central laboratavy this study.

Phase 2
Phase 2 study will be conducted in three parts:

1. Phase 2a — Safety Lead-In: up to approximatelyub$ests treated with
lenalidomide in combination with cetuximab to e$itfbthe MTD of the
combination.
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2. Phase 2b — (POC): two-arms, up to approximatelgugfects treated with
lenalidomide in combination with cetuximab (41 sdi§) or lenalidomide as a
single agent (41 subjects).

3. Phase 2b — Expansion: approximately 120 subjestsed with lenalidomide in
combination with cetuximab.

Phase 2a — Safety Lead-In

Initially 6 subjects will be enrolled and treatedwa daily oral dose of lenalidomide at
25 mg administered on Days 1-28 of each 28-dayeayetl intravenous (1V) infusions

cetuximab (400 mg/frinitial infusion only, then 250 mg/subsequently) administerec
on Days 1, 8, 15, and 22 of each 28-day cycle.

» If <2 of the 6 subjects experience a Dose Limiflixicity (DLT), then the
Phase 2b — POC part will start with lenalidomid@%aing.

» If > 2 of the 6 subjects experience a DLT, then 6 auidit subjects will be
enrolled at lenalidomide 20 mg.

part will start with lenalidomide at 20 mg.

- If > 2 of the additional 6 subjects experience a Dh&nt6 additional subject
will be enrolled at lenalidomide 15 mg.

o If <2 of the additional 6 subjects experience alDihen the Phase 2b —
POC part will start with lenalidomide at 15 mg.

o If > 2 of the additional 6 subjects experience a Dh&ntCelgene
Corporation will discuss with the investigators aadssess the doses.

Cycles will be repeated every 28 days. All subjeatscontinue on investigational
product (s) until documented tumor progressioncaaptable toxicity, death, or
treatment discontinuation for any other reason.

Definition of Dose Limiting Toxicity for the Pha®a — Safety Lead-In Part

DLT is defined as one or more of the following:

» Total of> 7 days of lenalidomide and/arl dose of cetuximab missed during tl
first cycle due to drug-related toxicity as outlingelow:

— Any Grade 3 or 4 non-hematological toxicity (exéhglalopecia), even after
optimally treated with supportive measures.

0 A rash with suspected relationship to cetuximadgted and resolved in
accordance with the guidelines will not be consdea DLT.

— Grade 4 neutropenia or febrile neutropenia.
— Grade 4 thrombocytopenia.

Should any subject discontinue the study prioraimjgleting the entire first cycle for
reasons other than a DLT orif7 days of lenalidomide and/erl dose of cetuximab

— If <2 of the additional 6 subjects experience aDihen the Phase 2b — POC

2]

ne

were missed during the first cycle for reasonsiotiven a DLT, then a replacement
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subject will be added at that dose level.

The occurrence of one of the above drug-relatetitees will result in a clinical and/or
laboratory assessment to be performed within 7 @idlgsving the initial finding to
examine the subject for resolution of the toxicityack of resolution of any of these
toxicities according to the guidelines above wéldpnsidered a DLT. Subjects who
experience a DLT may continue on treatment atkiedtigator’s discretion at a lower
dose of lenalidomide in accordance witable 6

Adverse events will be graded using the Nationald@a Institute Common Terminology
Criteria for Adverse Events (NCI CTCAE) Version 4.0
(http://ctep.cancer.gov/protocolDevelopment/elaatroapplications/docs/ctcaev4.pdf).

Following Cycle 1, all subjects will continue oratment until documented tumor
progression, unacceptable toxicity, death, or tneat discontinuation for any other
reason.

Study visits will occur as outlined ifiable 2 which provides the details of dosing by
cycle day.

Phase 2b — Proof of Concept

Once dosing has been established in the Safetyibhgaatt, POC will be established
with up to approximately 82 additional subjectsodied to receive oral lenalidomide in
combination with cetuximab (at the MTD determinenlidg the Safety Lead-in part of
the study) or as a single agent. Subjects meelirdjgibility criteria will be enrolled
into one of the following two treatment arms randized 1:1 ratio:

* Arm 1 (up to 41 subjects): Daily oral lenalidomidi®se determined from Safety
Lead-in part) on Days 1-28 plus IV infusions oftoétab (400 mg/rinitial
infusion, then 250 mg/frsubsequently) administered on Days 1, 8, 15, &naf 2
each 28-day cycle.

* Arm 2 (up to 41 subjects): Daily oral lenalidomi2ie mg on Days 1-28 of each
28-day cycle.

Study treatment will continue until documented tupgression, unacceptable toxicity,
death, or treatment discontinuation for any otleason.

The study may proceed to Phase 2b — Expansiorif plagt response rate (per RECIST
1.1 criteria) from either arm in the Phase 2b — R2€ is deemed significantly higher
than 10%.

Phase 2b - Expansion

Subjects meeting all eligibility criteria will takaral lenalidomide (dose determined from
Safety Lead-in part) on Days 1-28 plus IV infusiofigetuximab (400 mg/finitial
infusion, then 250 mg/frsubsequently) administered on Days 1, 8, 15, &naof 2ach
28-day cycle. Celgene Corporation will reassessdasibility of adding a single agent
lenalidomide arm to the Phase 2b — Expansion painecstudy depending on results
from the Phase 2b — POC patrt.

Study treatment will continue until documented tupgression, unacceptable toxicity,
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death, or treatment discontinuation for any otleason.
Dose modifications will be determined as per Secii@.3of the protocol.
Follow-Up Period

All study subjects who discontinue from the studlydny reason other than withdrawa
of consent, will enter the Follow-up period thatlirdes one follow-up visit 28 days afte
last dose and telephone contacts that will occdetermine survival every 90 days unt|
death or 5 years post-discontinuation.

- =

Number of planned subjects

Up to approximately 220 total subjects (up to agpnately 18 subjects in the Phase 2a —
Safety Lead-in part, up to approximately 82 sulgj@écthe Phase 2b — POC part, and
approximately 120 subjects in Phase 2b — Exparnsaot) will be enrolled at multiple
sites globally.

Study Population
Key Inclusion Criteria

Subjects must meet all of the following inclusiaitaria to be eligible for enrollment
into the study:

Disease Characteristics:

1. Histologically or cytologically confirmed metastatolorectal adenocarcinoma.
2. At least one unidimensionally measurable lesion.

3. Documented KRAS mutant tumor (paraffin tumor blooksipproximately 25
unstained slides must be sent for KRAS mutantrigstnd status reported by centra
pathology lab prior to study enrollment).

4. Imaging confirmed (CT/MRI) disease progression wi#h2 days of previous
treatment.

5. Disease progression on oxaliplatin- AND irinotec@mtaining regimens in the
metastatic setting, with at least one of thesemegs containing bevacizumab.

ECOG:
6. Eastern Cooperative Oncology Group (ECOG) perfonaatatus of 1.

Pregnancy:

7. Women of childbearing potential (WCBP) must undepgegnancy testing based on
the frequency outlined in Secti@i.3or 21.4and pregnancy results must be
negative.

8. Unless practicing complete abstinence from hetexgdantercourse, sexually active
WCBP must agree to use adequate contraceptive deetfzospecified in Secti@1.3
or21.4
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9. Males (including those who have had a vasectomt mse barrier contraception
(condom) when engaging in sexual activity with WC&Pspecified in Sectiail.3
or21.4

10.Males must agree not to donate semen or spermgdilenduration specified in
Section21.30r 21.4

11. All subjects must:

» Understand that the investigational product coaldeha potential teratogenic
risk.

» Agree to abstain from donating blood while takingastigational product and
following discontinuation of investigational prodysee Sectio21.30r 21.4).

» Agree not to share study medication with anothesqe

* Be counseled about pregnancy precautions andofdiesal exposure (see Sectipn
21.30r 21.4.

General:

12.Understand and voluntarily sign an informed con$emh (ICF).

13.Age= 18 years at the time of signing the ICF.

14. Able to adhere to the study visit schedule andrgthetocol requirements.

Key Exclusion Criteria

Subjects must not have met any of the followingwsion criteria to be eligible for
enroliment into the study.

Prior Treatment:

1. Use of chemotherapy, hormonal therapy, immunothgmpany other anticancer or
experimental therapy 28 days prior to Cycle 1 Day 1.

2. Radiotherapy te 30% of the bone marrow.

3. Surgery< 28 days prior to Cycle 1 Day 1 (minimally invasp®cedures for the
purpose of diagnosis or staging of the diseaspemmitted).

4. Prior therapy with cetuximab.

5. Prior therapy with panitumumab.

6. Prior therapy with pomalidomide (CC-4047), lenaiidde, or thalidomide.
Laboratory:

7. Absolute neutrophil count (ANC) < 1.5 x 4.

8. Platelet count < 100 x 2A.

9. Creatinine Clearance < 50 mL/min (by Cockroft- Gaul

10. Bilirubin > 1.5 x Upper Limit Normal (ULN) (> 2.0 ¥LN in the presence of
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Gilbert's Syndrome).

11. Serum aspartate transaminase (AST) or alanine aransferase (ALT) > 3.0 x ULN
(> 5 x ULN in the presence of liver metastases).

12.Hemoglobin < 9 g/dL.
Other Disease State:

13.Untreated, symptomatic brain metastases (brainimgagpt required).
14.Venous thromboembolism6 months prior to Cycle 1 Day 1.

15. Current congestive heart failure (New York Hearséddation class II-1V).
16. Myocardial Infarction (MI)< 12 months prior to Cycle 1 Day 1.
17.Uncontrolled hypertension.

18. Prior malignancies within 5 years, with the exceptof treated basal cell/squamous
cell carcinoma of the skin or “in-situ” carcinométbe cervix or breast.

General:

19. Any condition (psychological, familial, sociologiocar geographical), including the
presence of laboratory abnormalities, which wouédte the subject at unacceptable
risk if he/she were to participate in the studyyfoond the ability to interpret data
from the study, or not allow the subject to complth the requirements of the study
protocol.

1%

20.Pregnant or lactating women.

Investigational product, dosage and mode of adminiation

Celgene Corporation will supply lenalidomide (CCt3pas 5, 10, 15, 20, and 25 mg
capsules to be administered orally once daily fay$1-28 of each 28-day cycle.
Lenalidomide will be packaged in open-label bottdestaining enough capsules for 28 days
of dosing. All subjects will be required to taksiagle capsule each day for Days 1-28 of
each cycle.

Celgene Corporation will also supply commerciabgehab labeled as investigational
medicinal product (IMP) for administration via I¥fusion on Days 1, 8, 15, and 22 of each
28-day cycle. Cetuximab will be administered at 4@§nf initial dose, then 250 mg/m
weekly.

Premedication for cetuximab administration is p&edi as needed.

Assessments
Efficacy
* Tumor Assessment.
* Tumor Response Rate according to RECIST 1.1.
 ECOG Performance Status.
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* Overall Survival.
Safety:
* Adverse event reporting.
» Concomitant medications.
* Physical examination.
» Vital signs.
* Hematology laboratory evaluations.
» Chemistry laboratory evaluations.
* Pregnancy testing.
* Thyroid function test.
Exploratory:
e Biomarker analysis.

Statistical Analysis:
Statistical Overview:

This Phase 2 study in pretreated KRAS mutant stsjeith metastatic colorectal cancer
consists of three parts. Phase 2a — Safety Lepdrtris to explore the dosing of
lenalidomide in combination with cetuximab. Phabe- POC part is to explore tumor
response rate of lenalidomide in combination wetugimab and lenalidomide alone.
Phase 2b — Expansion part will enroll approximai&lQ subjects to further evaluate th
response rate of lenalidomide in combination wetugimab in pretreated KRAS mutant
subjects with metastatic colorectal cancer.

D

Sample size:
During Phase 2a — Safety Lead-in part, up to apprately 18 subjects will be enrolled

In the Phase 2b — POC part, up to approximatelyu®iects will be randomized in a 1:1
ratio between lenalidomide in combination with c@tab and lenalidomide alone. A
Simon two stage minimax design will be used to nwrsubject enroliment for each
randomization arm separately. In the first st@@esubjects will be enrolled. # 2 of

the 23 subjects (< 10%) have a response in eitherthe enroliment for that arm will bg
stopped. If > 2 of the 23 subjects have a responsither arm, the enrollment in that arm
will continue until 41 subjects are enrolled. Ifeoarm is stopped, all new subjects will be
enrolled in the remaining arm. At the final anasyshe regimen will be concluded with
more than 10% true response rate @ of 41 subjects (>21%) have a response. This
design will have 90% power to conclude the trupoese rate is higher than 10% at one-
sided 2.5% level when the true response rate is 30%

1%

When any arm from the Phase 2b — POC is consigersitive, the study may proceed
with that regimen to the Phase 2b —Expansion phiaglke Expansion phase,
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approximately 120 subjects will be treated with tbgimen. This sample size will allow
for atwo sided 95% confidence interval of (22%, 39%) wB8% response rate is
observed.

Demographics, Disposition and Dosing

All analyses will be performed by study Phase aadttment group. The baseline
characteristics of treated subjects will be sumneaki An accounting will be made of all
subjects who received investigational product(s), amparticular, the number of subjects
who died or withdrew during treatment will be sgieci together with the reasons for
withdrawal.

Safety Analysis:

Data from all subjects who receive one or more slegelrug will be incorporated into
the safety analyses. Investigational product(ppeure will be summarized. Adverse
events, vital sign measurements, clinical labosataiormation, and concomitant
medications will be tabulated and summarized byigrand regimen. All toxicities will
be summarized by relative and absolute frequeresiergy grade based on the NCI
CTCAE version 4.0 and relationship to treatmerdrictis adverse events (SAE) will bé
listed separately. Safety information obtainedmythe Follow-up period during each
segment will be incorporated into these analyseapldcal displays will be provided
where useful in the interpretation of results.

U

Efficacy Analysis:

All treated subjects will be included for efficaagpalysis. Efficacy will be analyzed once
all subjects have withdrawn from the study or ccetgd at least 6 cycles. The

hypothesis test for the objective confirmed respaase will be based on the exact
binomial distribution for the Phase 2b — Expangart. Ninety-five percent confidence
intervals will be provided. A case-by-case deswipdf all subjects who exhibited a
complete or partial response during the studyalprovided. A descriptive analysis 0f
other evidence of anti-tumor activity will be prded based on clinical, radiographic, and
biologic assessments of efficacy. If there aréigaht data, Kaplan-Meier estimates wijll
be provided for duration of response, PFS, DCR,@8d

Data listings will be provided for all relevant datollected during the studies.
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Table 2: Table of Assessments
Assessments Scregnlng Treatment Period (28 Day Treatment Follow-Up Period
Period Cycle)
: o 28 Days After | Every 90 Days
2810 -1 Every Cycle Day 1| Discontinuation Last Dose After Last Dose
(Pre-dose) from Treatment
(+/-3days) | (+/- 14 days)
Entry Assessment’s
Informed Consent
Inclusion/Exclusion Criteria
Complete Medical History X
Prior Therapies X

Safety Assessments

Adverse Event Query

After signing ICF and untild&8/s after last dose

Physical Examinatioh X X X
Vital Signé X X X
Height X

Weight/BSA X X X X
Hematology Lab% X X

Serum Chemistry LaBs X X

Thyroid Function Tesfs X X

Pregnancy TeSt X X X X
g?oncceodmuirfgt Medications/ After signing ICF and until 28 days after last dose
Efficacy Assessments

ECOG Performance Status X X X

Tumor Assessmerits X x1 x*2

Response Assessments X X

Survivaf* X
Exploratory Assessments

Blood for Biomarker X X

Tumor for Biomarker X

Investigational Product

Dispense Investigational

Product(sY X

Drug Accountability’ X X
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! Screening assessments completed within 14 daystpr@ycle 1 Day 1 need not be repeated at
Cycle 1 Day 1. Assessments may be done up to Splay to Day 1 for all other cycles.
During Cycle 1, visits will occur every 7 days tesass physical examination, vital signs,
haematology laboratory evaluations, and serum ctteyriaboratory evaluations. Paraffin
tumor blocks or approximately 25 unstained slidestibe sent for KRAS mutant testing and
status reported by central pathology lab priorttag enrollment.

2 All prior radiotherapy, relevant surgeries, androbtherapies and approximate dates of
therapies must be recorded.

Safety Assessments

3 A complete physical exam is required. The Investigshould describe/capture any abnormal
findings. Occurs every 7 days during Cycle 1.

“Vital signs include pulse, blood pressure, and &raipire. Occurs every 7 days during Cycle 1.

®>The dose of chemotherapy does not need to be ctiamiess the calculated dose, according to
BSA changes by 10%.

®Hematology: RBC count, hemoglobin, hematocrit, W&@nt and differential (including
ANC) and platelet count. Occurs every 7 days du€ycle 1. May be repeated more
frequently if clinically indicated.

"Serum Chemistry: Sodium, potassium, chloridep,@@lcium, magnesium, phosphorus, BUN,
creatinine, glucose, albumin, total protein, akkalphosphatase, bilirubin, AST/SGOT,
ALT/SGPT, LDH and uric acid. Occurs every 7 daysig Cycle 1. Any or all may be
repeated more frequently if clinically indicated.

8 Thyroid Stimulating Hormone (TSH) and free T3 artllevels will be determined. May be
repeated more frequently if clinically indicated.

® WCBP who participate in the study will have urpiCG levels assessed as a means of
pregnancy testing. The subject may not receivestigational product(s) until the
investigator has verified that the results of thesgnancy tests are negative (see specifics in
Section21.30r 21.4).

Efficacy Assessments

9 Conventional (or spiral) CT/MRI) scans are requitgdbjects having received a scan during
the Screening Period are not required to haveraac@ycle 1 Day 1.

" Conventional (or spiralLT/MRI scans are required every 2 cycles beginmiitiy Cycle 3
Day 1. Scans must be done within 7 days prior tp Daf the cycle. To ensure comparability,
baseline methods and on-study methods for tumesassent must be performed using
identical techniques. Chest X-ray may be perforo@g when clinically indicated.

125can should be performed at treatment discontinmatiless last scan was performed within
the prior 28 days.

13Tumor response will be evaluated every 2 cyclesining with Cycle 3 Day 1 and at
treatment discontinuation. Response and progresgibbe evaluated using the RECIST 1.1
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criteria. All subjects with evidence of objectivarior response (CR and PR) should have the
response confirmed at the next scheduled scany(@weycles following Cycle 1 Day 1).

1 survival data will be captured via phone contaerg\®0 days until death or 5 years post-
discontinuation.

Exploratory Assessments

1> Blood for biomarker assessment will be collecte@ycle 1 Day 1, Cycle 2 Day 1, at each
tumor assessment, and at discontinuation.

8 Tumor (paraffin blocks or slides) for biomarkesessment must be collected at Screening.
Paraffin tumor blocks or approximately 25 unstaiskdes must be sent for KRAS mutation
testing and results reported by central patholagpiatory prior to study enrollment.

Investigational Product

7Celgene Corporation will supply lenalidomide a4 ®, 15, 20, and 25 mg capsules to be
administered PO once daily for Days 1-28 of eacll@Btreatment cycle. Celgene
Corporation will supply commercial cetuximab lalteées IMP for administration via IV
infusion on Days 1, 8, 15, and 22 of each 28-dajecyCetuximab will be administered at 400
mg/nt initial dose, then 250 mg/mveekly. Premedication for cetuximab administrai®n
permitted as needed. Lenalidomide and cetuximalbowtion treatment will start on Day 1.
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Figure 1 Study Design Schema
Screening Phase 2a (6-18 subjects): Phase 2b (81 sutsid Phase 2b (120 subjects): Follow-Up
Safety Lead-I POC Expansion
Day -28to 0
S_c_re_e_ning Arm 1: Lenalidomide Lenalidomide Days 1-28 and
Eligibility & Days 1-28 and Cetuximab Days 1, 8, 15, and
ICD signature Cetuximab Days 1, 8, »| 22 of a 28-day cycle*
Lenalidomide Days 1-28 15, and 22 of each 28 (N=120) Follow-up visit 28 days

\ 4

Treatment start
Day 1

andCetuximab Days 1,
/‘ 8, 15, and 22 of each 28-
day cycle*

day cycle*
(N=41)

Arm 2: Lenalidomide
Days 1-28 of each 28-

day cycle*
(N=41)

A 4

Celgene will reassess the

feasibility of adding a single
agent lenalidomide arm to the
Expansion part of the study

after last dose, then
follow for survival
every 90 days until
death or 5 years post
discontinuation

* Continuous treatment until documented tumor pesgion, unacceptable toxicity, death, or treatrd&tontinuation for any other reason
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4. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
Table 3: Abbreviations and Special Terms

Abbreviation or Specialist Term

Explanation

AE

Adverse event

ALT (SGPT) Alanine transaminase (serum glutamicupic transaminase)
ANC Absolute neutrophil count

ADCC Antibody-dependent cellular cytotoxicity

AST (SGOT) ﬁ;gz;t;tii ;rsa:er;saminase (serum glutamic-oxaloacetic
bFGF Basic fibroblast growth factor

B-HCG Beta human chorionic gonadotropin

BUN Blood urea nitrogen

CBC Complete blood count

CFR Code of Federal Regulations

CR Complete response

CRC Colorectal cancer

CRF Case report form

CT Computerized axial tomography

CTCs Circulating Tumor Cells

CTCAE Common terminology criteria for adverse egent
DCF Data clarification form

DCR Disease control rate

DLT Dose Limiting Toxicity

ECOG Eastern Cooperative Oncology Group

EGFR Epidermal growth factor receptor

EMEA European medicines agency

FDA Food and Drug Administration

FGF Fibroblast growth factor

GCP Good Clinical Practice

GM-CSF Granulocyte Macrophage-Colony Stimulatingtéa
HCG Human chorionic gonadatropin

HRQOL Health-Related Quality of Life
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Table 3: Abbreviations and Special Terms (Continuep

Abbreviation or Specialist Term | Explanation

ICF Informed consent

ICH International Conference on Harmonization
IEC Independent Ethics Committee

IFN Interferon

IgG Immunoglobulin G

IMiDs Immunomodulatory Drugs

IND Investigational New Drug

IRB Institutional Review Board

ITT Intent to treat

v Intravenously

KRAS V-Ki-ras2 Kirsten rat sarcoma viral oncogerertolog
LDH Lactate dehydrogenase

LPS Lipopolysaccharide

MM Multiple Myeloma

MRI Magnetic resonance imaging

MTD Maximum Tolerated Dose

NCCN National Comprehensive Cancer Network
NCI National Cancer Institute

NHL Non-Hodgkin lymphoma

NK Natural killer

0os Overall survival

PBMC Peripheral blood mononuclear cell

PD Progressive disease

PDGFR P-derived growth factor receptor

PET Positron emission tomography

PGF Placental growth factor

PFS Progression-free survival

PO Orally

POC Proof of concept
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Table 3: Abbreviations and Special Terms (Continuep

Abbreviation or Specialist Term

Explanation

PR

Partial response

RBC Red blood cell

RECIST Response Evaluation Criteria in Solid Tumors
SAE Serious adverse event

SCID Severe combined immunodeficiency

SD Stable disease

SOP Standard Operating Procedure

TNF Tumor necrosis factor

TPP Therapeutic Product Programme

TSH Thyroid stimulation factor

ULN Upper limit of normal

VEGF Vascular endothelial growth factor

VEGFR Vascular endothelial growth factor receptor
WBC White blood cells

WCBP Women of child bearing potential
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5. INTRODUCTION
5.1. Colorectal Cancer

Colorectal cancer (CRC) is the fourth most commamcer in men and the third in women.
Worldwide, nearly 1.2 million cases of colorectahcer were expected to occur in 2007. The
highest incidence rates are found in Japan, Nontierica, parts of Europe, New Zealand, and
Australia. Rates are low in Africa and South-EasiaARates are substantially higher in men
than in women. More than 300,000 new patients emgndsed each year with CRC in the
European Union and approximately 150,000 new cafseslorectal cancer were diagnosed in
the United States in 2008. Colorectal cancer is#oond cause of cancer death both in the
United States and in the European Union. About@BDdeaths from colorectal cancer were
expected to occur in 2007 worldwide, accountingdfir of all cancer death&(obal Cancer
Facts and Figures, 2007; National Comprehensive€@adetwork Guidelines, 2008Ylortality
from colon cancer has decreased slightly over &s¢ 0 years; however, a need remains for
more effective treatments.

5.2. Background and Rationale

5.2.1. Treatment of Colorectal Cancer

The therapy of colon cancer depends on the stattpe &ime of diagnosis. For stage | and |l
colon cancers, surgery with wide resection margirise only therapy needed, although some
stage Il patients receive chemotherapy. For stigisbase, adjuvant 5-fluorouracil (5-FU) +
leucovorin (LV) or 5-FU + LV + oxaliplatin (FOLFOXjpr 6 months is standard and has been
shown to improve survivalJQarethers, 2008

Treatment in patients with metastatic CRC (mCRCu$es on changing the chemotherapy
regimens after progression of adjuvant theraptfiine patients, depending on their adjuvant
treatment, usually get treated either with FOLFQXbevacizumab or 5-FU + LV + irinotecan
(FOLFIRI) +/- bevacizumab, and to a lesser degrige @apecitabine + oxaliplatin (XELOX) +/-
bevacizumab or capecitabine + irinotecan (XELIRFbevacizumab. Until a few years ago,
treatment options for patients with mCRC were ledito 5-FU, with overall response rates
(ORRs) of 10%-15% and a median overall survival)(@fSLO months. The addition of
irinotecan or oxaliplatin to 5-FU + LV has incredgbe median OS to 16 months and the ORR
to approximately 50%. With the introduction of beizamab into the combination regimens in
first-line, median OS was further increased to &0 months\Wolpin, 200§.

Once first-line patients progress, the first lirmatment administered will determine the second-
line treatment to be used. If the patient was écatith FOLFIRI +/- bevacizumab as first-line,
they will usually be treated with FOLFOX +/- bevaomab; if the patient was treated with
FOLFOX +/- bevacizumab as first-line, they will adly be treated with FOLFIRI +/-
bevacizumab and in some cases with FOLFIRI +/->aetab. Cetuximab containing regimens
are used only in KRAS wild-type patients in the EUsome cases, second-line patients will also
be treated with capecitabine +/- bevacizumab.
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Once these patients progress, third-line treatinetiie EU will depend mostly on the KRAS
status of the patient. Treatment of KRAS wild-tygaients usually consists in third-line of
either FOLFIRI +/- cetuximab or irinotecan +/- cataab, and in a small number of patients
with cetuximab or panitumumab monotherapy. Thirgliherapy for KRAS mutant patients is
very limited and depends on patient characteristncsphysician’s preference. The only
therapeutic option in alternative to best suppertare (BSC) is the enrollment in clinical trials
(Peeters, 2009

5.2.2. Treatment with Anti-EGFR Therapies and KRAS Gene Muation Status

The epidermal growth factor receptor (EGFR) issasmembrane glycoprotein that interacts
with signaling pathways affecting cellular growgholiferation, and programmed cell death and
is expressed in malignancies of multiple tissusduding those of the colon, lung, breast, and
head and neck. In colorectal cancer, EGFR expnessidhe tumor cell surface has been shown
in up to 80% of tumord\essa, 1998; Porebska, 20@mhd tumors that express EGFR carry a
poorer prognosisMayer, 1993. Antibodies directed against the extracellulamdm of EGFR
have been developed to inhibit the function of tamsmembrane receptor. Thus far, the anti-
EGFR monoclonal antibodies, cetuximab (chimericlg@onoclonal antibody) and
panitumumab (fully human IgG2 monoclonal antibodhgye shown efficacy in colorectal
cancer.

5.2.2.1. Impact of KRAS Mutational Status on Anti-EGFR Therapies

RAS proteins are membrane-localized G proteins thattfan as signal switches that link the
activation of EGFR to downstream effectors involwedell differentiation and proliferation.
Mutations in the genes encoding the RAS proteingsillislead to constitutive activation of the
downstream signaling pathways and are implicateéderdevelopment of colorectal cancer. For
example, KRAS gene mutations are found in approtema0% of CRC patients with at least
one mutation in exon XKéarapetis, 2008

The impact of KRAS mutational status on the treatinoé mCRC with anti-EGFR therapies has
been analyzed through retrospective analyses efaemCRC clinical studie3.able 4
summarizes the results of these analyses in whiRh&mutationaktatus was studied in
patients treated with anti-EGFR therapies. Ninetg-percent confidence intervals are
calculated based on exact binomial distributiore @tiference appears evident that KRAS
mutational status differentiates tumor responssteEGFR containing regimens since lower
limits of the response rates observed in the KRAS8 type group are much higher than the
upper limits in the KRAS mutant group. As the aeayrof response rate assessment may be
limited due to individual study size, multiple siesl are pooled in a meta analysis. In tumors
harboringKRAS mutations, the 95% confidence interval of tesge rate ranges from 0 % to

2 %, indicating practically and absence of anti-buactivity.
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Table 4: Response Rates and KRAS Mutational Status Subjects Treated With Anti-
EGFR Containing Regimens

Study Treatment Numberof | RRin |95% | 95% RRin | 95% 95%
patients Mutant | Cl- CI-UP | Wild CI-LL | CI-UP
(MT:WT) LL type

De Roock, | Cetuximab | 113(46:67) | O 0% 6% 27 29% 53%

2008 +/- irinotecan (40%)

Finocchiaro, | Cetuximab | 81 (32:49) 2(6%)| 1% 21% 13 15% 41%

2007 +/- irinotecan (27%)

Khambata- | Cetuximab 80 (30:50) 0 0% 10% 5 (10%3% 22%

Ford, 2007

Lievre, 2008 | Cetuximab | 89 (24:65) 0 0% 12% 26 28% 53%

+/- chemo (40%)

Karapetis, Cetuximab 198 (81:117) 1 (1% 0% 7% 13 | 6% 18%

2008 (11%)

Hecht, 2008 | Panitumumal 171 (77:94) | O 0% 4% 8 (9%) 4% 16%

Freeman, Panitumumal 59 (21:38) 0 0% 13% 6 (16%)6% 31%

2008

Amado, Panitumumal 208 (84:124)| O 0% 4% 21 11% 25%

2008 (17%)

Pooled 999 3(1%) | 0% 2% 119 17% 24%
(395:604) (20%)

In the European Union, the indication of cetuxinaalol panitumumab has been restricted to
patients with tumors not harboring activating KRé8tations.

5.2.3. Lenalidomide

Lenalidomide modifies or regulates the functionorighe immune system. It may affect the
immune system in several ways leading to prote@ntetumor immune responses. These
include costimulation of T cells and NK cells, leggito the enhanced potential for antibody-
dependent cellular cytotoxicity (ADCC), and inhibit of the expansion and function of T
regulatory cellsGalustian, 2008; Bartlett, 20p4Although lenalidomide’s precise mechanism
of action is currently under investigation, it agromise for their anti-cancer properties in
particular in combination with therapeutic antibesli

Lenalidomide is an analog of thalidomide with tiemmical name, alpha-(3-aminophthalimido)
glutarimide Mitsiades, 200 However, whereas lenalidomide is able to enaagkiaCC in

vitro, an effect of thalidomide is has not beenesbed even at high concentrations. Furthermore,
lenalidomide retains anti-angiogenic activity itroi
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Combination and single agent studies with lenalidienmave demonstrated activity and
tolerability in solid tumors during Phase 1 and $#h2 studies. Lenalidomide has been tolerated
up to 35 mg in solid tumor patients when adminedesturing the first 21 days of 28-day cycles
(Tohnya, 200k

5.2.4. Lenalidomide Nonclinical Findings

Lenalidomide has been assessed for pharmacolagtiaity in a variety of preclinical models
and has shown immunomodulatory and anti-angiogaetigities in vitro and in vivo.

5.2.4.1. Immunomodulatory Activity of Lenalidomide

Lenalidomide enhances NK cell and monocyte mediatéidhody-dependent cellular
cytotoxicity of rituximab against a variety of hetolagical cell lines in vitro, including, NHL
and B-CLL Wu, 200§. Lenalidomide also enhances NK cell mediated lybisetuximab and
trastuzumab coated colorectal and breast candsrrespectively\(Vu, 200§. This effect is
mediated by enhanced granzyme B expression. Theyalfilenalidomide to enhance cetuximab
mediated ADCC of CRC cells is not affected by tHeAS mutational status. Thus, KRAS wild
type and KRAS mutant CRC cells are equally seresitivenhancement of ADCC by
lenalidomide YWu, 200§. This is as expected since NK cells recognizesthiéace bound
antibody and are able to kill tumor cells indepertiyeof EGFR pathway activation. Because
panitumumab, an IlgG2a EGFR mAb does not effectivelract with F@ receptors on the NK
cell surface it is unable to initiate ADCC and apected lenalidomide has no effect since its
activity is reliant on the augmentation of NK cgljnaling downstream of FR.

Figure 2: Lenalidomide enhances cetuximab mediateADCC independendly of KRAS

status
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Further evidence for the ability of lenalidomideetshance ADCC was shown when
lenalidomide synergized with rituximab to promotenaal survival in a Raji (Non-Hodgkin’s
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Lymphoma, NHL) SCID mouse moddfi¢rnandez-llizaliturri, 2006 The augmentation of
antitumor activity that occurred when lenalidomwigs used in combination with rituximab was
the result of enhanced innate immunity mediatetk3+stimulated NK cell expansion, and
activation and trafficking of the NK cells into themor bed promoting ADCReddy, 2008

Lenalidomide is a T cell co-stimulator and enhartbesproliferation and production of IL-2 and
IFN-y by T cells in response tdCD3 stimulation. In a PBMC/tumor cell co-culture debd T cell
co-stimulation leads to enhanced NK cell-mediaystslof various tumor cells, including
prostate and ovarian cancer celifi§, 200§. Enhanced NK cell function is reliant on T cell
derived cytokines. These results suggest that twpecific immune responses can be enhanced
by lenalidomide.

Lenalidomide also appears capable of repairingti-@olymerization and signaling at the
immunological synapse between T cells and B-Chrbgmphocytic Leukemia (CLL) cells,
providing further evidence for the ability of lertdmide to enhance productive immunological
interactions with tumor cellSimilar immune synapse formation defects were ofeskin
Follicular Lymphoma (FL) and Diffuse Large B-Celmphoma (DLBCL) cells, although
synapse formation between T cells and solid turetis bias yet to be investigatdeamsay,
2008.

Furthermore, lenalidomide has been shown to enh@b&* T cell effector function in an in
vitro dendritic cell (DC)/CD8+ T cell coculture sgm. Specifically, lenalidomide enhanced
virus-specific CD8+ T cell cytokine production agytotoxic activity in cells from healthy
donors as well as cells from subjects chronicatyrtected with HIV and cytomegalovirus
(Haslett, 2008 This data further supports the ability of ledalnide to augment immune
responses.

Enhancement of vaccine efficacy may be in parttdule ability of lenalidomide to inhibit the
IL-2-mediated expansion of T regulatory cells (¥eand also their ability to suppress the
proliferation of autologous anti-CD3 stimulated dlls (Galustian, 2008 The ability to inhibit
Treg cell function may help enable tumor-specificriune responses in patients with cancer.

Evidence for the ability of lenalidomide to enhaimoenune activity was seen in patients with
solid tumors treated with lenalidomide. In thisdstuenhanced serum GM-CSF, TNFand IL-
12 levels were associated with the elevation ofZRa and also a shift towards a circulating T
cell “activated/memory” phenotyp8értlett, 2004.

Evidence for immune enhancing activity in patieatsdicated by data showing that
lenalidomide treatment of patients with multipleetgma (MM) enhances the immunological
response to the pneumoccocal vaccine prevnar riicgar when given in advance of prevnar
administration. This data indicates a potentialémalidomide to enhance vaccine efficacy in
cancer patientd\Noonan, 2008

5.2.4.2. Anti-angiogenic and Anti-metastatic Activity of Lenalidomide

In a human tissue culture model of angiogenesisligomide inhibited the formation of
microvessels emanating from an arterial explaiat dose-dependent mannkeu(2009.
Additionally, Lenalidomide inhibits Endothelial tehigration in response to a variety of growth
factors, including VEGF and bFGF. This effect is@gated with the inhibition of VEGF and
bFGF induced phosphorylation of Akdredge, 200p
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Lenalidomide is anti-angiogenic in the CMT-93 celctal tumor modelredge, 2002 Orally
administered lenalidomide was found to be anti-agenic in the rat mesenteric window model
of in vivo angiogenesid)redge, 200p Lenalidomide has also been shown to be anti-stetia

in the B16-F10 melanoma and CT26 colorectal cammetels Lu, 2008; Wai, 2008

5.2.5. Lenalidomide Dosing and Schedule Rationale

The current plan is to have a Safety Lead-In phitte study with lenalidomide in combination
with cetuximab to establish the MTD with the condtion. The stating dose of lenalidomide for
the Safety Lead-In part is proposed to be 25 miy daie to the clinical data with lenalidomide
in other indications. Currently lenalidomide is apged as a treatment for MDS at a dose of 10
mg daily and for treatment of MM at a dose of 25ange each day for days 1-21 of a 28 day
cycle. While myelosuppression is the major dosetilirg toxicity in patients with hematologic
disorders who are taking lenalidomide treatmerijence exists that lenalidomide tolerability
may be improved for patients without hematologioalignancies or compromised bone
marrow. For example, in a dose escalation studylemht“Phase | study of lenalidomide, a novel
thalidomide analog, in patients with refractory astatic cancer,” Tohnya et al enrolled 45
patients with refractory, metastatic solid tumdtatients were enrolled to receive single agent
lenalidomide 5 to 40 mg administered on days 1i2ach 28-day treatment cycle.
Lenalidomide was well-tolerated up to 35 mg. Witthe study, the following grade 3 toxicities
were seen: diarrhea (1), hypotension (1), pulmoeénsions (1), and thrombosis (2). Grade 4
adverse events included 2 patients with neutropenia patient with arrhythmia, and a single
patient with hemolysisTiohnya, 200% It was suggested that lenalidomide may havevaio
incidence and severity of myelosuppression in dolidors compared to myelosuppression
observed in patients with hematologic malignanoresompromised bone marrow.
Lenalidomide studies performed in prostate canagepts have found that both as single agent
and in combination with other agents including dakel, lenalidomide is well-tolerated at doses
of at least 25 mg or higher in some cas&stifylak, 2009; Sanborn, 2008

Lenalidomide is proposed to be administered cootisly on Days 1-28 of each 28-day cycle to
potentially maximize the combined ADCC effectslod two drug combination.

The Phase 2b — Proof of Concept (POC) will usectimebination dose established from the
Safety Lead-In part and lenalidomide 25 mg as glsiagent dose. The Phase 2b — Expansion
part will use the combination dose established ftoenSafety Lead-In part.

5.2.6. Study Rationale

Colorectal cancer therapy has developed extensoxady the last 10 years. Patients were initially
being treated with single agent 5-FU only, and tilogy have access to multiple lines of therapy
which significantly increased overall survival thgh the introduction of 5-FU based
chemotherapeutic regimens plus the introductiomookl treatment modalities such as anti-
angiogenesis and EGFR inhibition.

Even though an increase in overall survival has lzehieved through the use of these novel
therapies, there is still a high unmet clinicalch@epatients that progress through the different
lines of therapy and become resistant to the édaildrugs. The recent understanding of the
impact of gene point mutations affecting the EGiRaing pathways helped to define
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subgroups of patient populations that lack proveattent alternatives. One such population
consists of patients that harbor point mutationth@ KRAS gene which results in the
constitutive activation of the EGFR signaling pastyvdriving the cell into mitosis.

Lenalidomide has the potential for clinical actpih solid tumors due to a variety of
mechanistic properties that may lead to cancer gravhibition including, immune modulation,
anti-angiogenesis and effects within the tumor oearvironment. Evidence that lenalidomide is
a potent immunomodulator with anti-angiogenic attiprovides the non-clinical rationale for
evaluating lenalidomide in colorectal cancer. Bazegreclinical and in vitro studies
highlighted above, Celgene Corporation expectslémaiidomide in combination with
cetuximab will enhance T cell and NK cell activatieading to enhanced NK cell-mediated
ADCC of colorectal tumor cells, regardless of KR8tational status and subsequent clinical
benefit for CRC patients.
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6. STUDY OBJECTIVES
6.1. Primary

6.1.1. Phase 2a

* To determine the Maximal Tolerated Dose (MTD) afdkdomide in combination
with cetuximab in subjects with KRAS mutant metast@RC.

6.1.2. Phase 2b
* To determine the response rate in subjects with 8RAitant metastatic CRC.

6.2. Secondary (all phases)
To evaluate the safety and tolerability in subjedth KRAS mutant metastatic CRC.

To assess the clinical efficacy in subjects withASRmutant metastatic CRC.

6.3. Exploratory (all phases)
Analysis of biomarkers as measures for validatibdioical efficacy and toxicity.
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7.1

7.1.1.

7.1.2.

7.2

7.3.

STUDY ENDPOINTS

Primary

Phase 2a
Maximum Tolerated Dose

Phase 2b

Response Rate according to Response Evaluatiogri@rih Solid Tumors 1.1
(RECIST 1.1) Eisenhauer, 2009

Secondary

Progression Free Survival.

Safety / Tolerability (type, frequency, severitpdarelationship of adverse events to
investigational products).

Duration of Response.
Disease Control Rate.

Overall Survival.

Exploratory

Assessment of biomarkers including, but not limited

— Immuno flow cytometry panel for T cells and NK eell
— Cytokines/immune markers.

— Growth factors.

— Circulating tumor cells.

— FCgR polymorphisms.

- EGFR copy number.
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8. OVERALL STUDY DESIGN

This is a Phase 2, multicenter, open-label studgredlidomide in combination with cetuximab
in subjects with KRAS mutant metastatic CRC. Thmpry objective of the study is to
determine the MTD in Phase 2a and response r&thase 2b. The secondary objectives are to
evaluate the safety, tolerability, and efficacy.

Subjects will be screened within 28 days of studlyyeas outlined infable 2 Up to

approximately 220 subjects meeting all eligibilityteria will be enrolled into this 3-part study.
Each of the three parts of this study; Phase 2detylLead-In, Phase 2b - POC, and Phase 2b -
Expansion, are described below. Laboratory testitigoe performed by a central laboratory for
this study.

Subjects will continue on study treatment until doented disease progression per RECIST 1.1,
unacceptable toxicity, death, or treatment discauaiion for any other reason. Subjects should
be provided with appropriate supportive care thrmug the study.

8.1. Phase 2a — Safety Lead-In

Approximately 6-18 subjects meeting all eligibiltyiteria will be enrolled by IVRS into the
Phase 2a — Safety Lead-In part receiving treatméhtlenalidomide in combination with
cetuximab to establish the MTD with the combination

8.1.1. Safety Lead-In Dose Finding

Initially 6 subjects will be enrolled and treatedhwa daily oral dose of lenalidomide at 25 mg
administered on Days 1-28 of each 28-day cycle iatchvenous (1V) infusions of cetuximab
(400 mg/nA first infusion only, then 250 mg/nsubsequently) administered on Days 1, 8, 15,
and 22 of each 28-day cycle.

* If <2 of the 6 subjects experience a Dose Limiflxicity (DLT), then the Phase 2b
— POC part will start with lenalidomide at 25 mg.

» If > 2 of the 6 subjects experience a DLT, then 6 auidit subjects will be enrolled
at lenalidomide 20 mg.

— If < 2 of the additional 6 subjects experience arDihen the Phase 2b — POC part
will start with lenalidomide at 20 mg.

— If > 2 of the additional 6 subjects experience a Dh&nt6 additional subjects
will be enrolled at lenalidomide 15 mg.

o If <2 of the additional 6 subjects experience aDihen the Phase 2b — POC
part will start with lenalidomide at 15 mg

o If > 2 of the additional 6 subjects experience a Dh&ntCelgene
Corporation will discuss with the investigators aadssess the doses.

Dosing does not escalate during the safety legudihof the study. In addition, there will be no
intra-patient dose escalation. Cycles will be répgavery 28 days. All subjects will continue on
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investigational product(s) until documented tumigoession, unacceptable toxicity, death, or
treatment discontinuation for any other reason.

8.1.2. Safety Lead-In Definition of Dose Limiting Toxicity
DLT is defined as one or more of the following:

. Total of> 7 days of lenalidomide and/arl dose of cetuximab missed during the
first cycle due to drug-related toxicity as outlingelow:

— Any Grade 3 or 4 non-hematological toxicity (exéhglalopecia), even after
optimally treated with supportive measures.

o0 A rash with suspected relationship to cetuximadmgterd and resolved in
accordance with the guidelines will not be consédea DLT.

— Grade 4 neutropenia or febrile neutropenia.
— Grade 4 thrombocytopenia.

Should any subject discontinue the study prioramgleting the entire first cycle for reasons
other than a DLT or i 7 days of lenalidomide and/erl dose of cetuximab were missed
during the first cycle for reasons other than a DIhEn a replacement subject will be added at
that dose level.

The occurrence of one of the above drug-relateititees will result in a clinical and/or
laboratory assessment to be performed within 7 fdligsving the initial finding to examine the
subject for resolution of the toxicity. Lack ofsdution of any of these toxicities according to
the guidelines above or within 7 days of schedsted of Cycle 2 Day 1 will be considered a
DLT. Subjects who experience a DLT may continuéreatment at the Investigator’s discretion
at a lower dose of lenalidomide in accordance Wéhle 6

Adverse events will be graded using the CTCAE \Ger4i.0
(http://ctep.cancer.gov/protocolDevelopment/elautroapplications/docs/ctcaev4.pdf).

If cetuximab is discontinued, lenalidomide may batmued until documented tumor
progression, unacceptable toxicity, death, or tneat discontinuation for any other reason.

Following Cycle 1, all subjects will continue orsgged treatment until documented tumor
progression, unacceptable toxicity, death, or tneat discontinuation for any other reason and
be followed for toxicity and secondary endpoints.

8.1.3. Safety Lead-In Definition of MTD

The MTD of lenalidomide will be defined as the heghdose level at which no more than 1 out
of 6 subjects experience a DLT during Cycle 1 aalelomide in combination with cetuximab.

Safety measurements and analysis will be perforahedch visit as outlined ifable 2.
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Table 5: Schedule of Lenalidomide Safety Lead-In Dxing
Dose Level Lenalidomide Dose (PO) Cetuximab Dose (IV) Day 1, 8, 15 &
Days 1-28 of a 28-Day Cycle 22 of each 28-Day Cycle
! 25 m
Initial Dose Level 9 400 mg/rﬁ initial infusion only, then
> 20 mg 250 mg/m subsequently
3 15mg

8.2. Phase 2b — Proof of Concept

Once dosing has been established in the Safety-ibgaatt, POC will be established with up to
approximately 82 additional subjects enrolled weree oral lenalidomide in combination with
cetuximab (at the MTD determined during the Saletgd-in part of the study) or as a single
agent. Subjects meeting all eligibility criterialMde enrolled into one of the following two
treatment arms and randomized 1:1 ratio by IVRS:

* Arm 1 (up to 41 subjects): Daily oral lenalidomi@i®se determined from Safety
Lead-in part) on Days 1-28 plus IV infusions oftoémab (400 mg/rinitial
infusion only, then 250 mg/fsubsequently) administered on Days 1, 8, 15, &nuf 2
each 28-day cycle.

* Arm 2 (up to 41 subjects): Daily oral lenalidomi2e mg on Days 1-28 of each 28-
day cycle.

Study treatment will continue until documented tupgression per RECIST 1.1,
unacceptable toxicity, death, or treatment discmaiion for any other reason.

The study may proceed to Phase 2b — Expansiorif plagtresponse rate from either arm in the
Phase 2b — POC part is deemed significantly higteer 10%.

Conventional (or spiral) CT/MRI imaging is requirdt ensure comparability, baseline
methods and on-study methods for tumor assessmesttlya performed using identical
techniques.

Study treatment will continue until documented tumpgression per RECIST 1.1,
unacceptable toxicity, death, or treatment discautiion for any other reason.

8.3. Phase 2b — Expansion

Subjects meeting all eligibility criteria will benmolled by IVRS to take oral lenalidomide (dose
determined from Safety Lead-in part) on Days 1-28 pV infusions of cetuximab (400 mg?m
initial infusion, then 250 mg/frsubsequently) administered on Days 1, 8, 15, &nof 2ach 28-
day cycle. Celgene Corporation will reassess thsilidity of adding a single agent lenalidomide
arm to the Phase 2b — Expansion part of the staggrtling on results from the Phase 2b — POC
part.
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Study treatment will continue until documented tupgression, unacceptable toxicity, death,
or treatment discontinuation for any other reason.

8.4. Follow-Up Period

All study subjects who discontinue from the studydny reason other than withdrawal of
consent will enter the Follow-up period that inasdne follow-up visit 28 days after last dose
and subsequent telephone contacts every 90 daysleath or 5 years post-discontinuation.

8.5. Duration of Treatment

Subjects will be screened within 28 days of studgtinent initiation. Study treatment will
continue until subjects experience disease progmssnacceptable toxicity or treatment
discontinuation for any other reason.
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0. STUDY POPULATION
9.1. Subject Inclusion Criteria

Subjects must meet all of the following inclusiaiteria to be eligible for enroliment into the
study:
9.1.1. Disease Characteristics

1. Histologically or cytologically confirmed metastatolorectal adenocarcinoma.

2. At least one unidimensionally measurable lesion.

3. Documented KRAS mutant tumor (paraffin tumor blooksapproximately 25 unstained
slides must be sent for KRAS mutation testing asdiits reported by central pathology
laboratory prior to study enrollment).

4. Imaging confirmed (CT/MRI) disease progression wi#?2 days of previous treatment.
5. Disease progression on oxaliplatin- AND irinotecamtaining regimens in the
metastatic setting, with at least one of thesemegs containing bevacizumab.
9.1.2. ECOG
6. Eastern Cooperative Oncology Group performancestat 1.

9.1.3. Pregnancy

7. Women of childbearing potential must undergo preggdesting based on the frequency
outlined in Sectior21.30r 21.4and pregnancy results must be negative.

8. Unless practicing complete abstinence from hetexgdentercourse, sexually active
WCBP must agree to use adequate contraceptive dettsospecified in Secti@1.3or
21.4

9. Males (including those who have had a vasectomygt mse barrier contraception
(condom) when engaging in sexual activity with WC&Pspecified in Sectial.3or
21.4

10. Males must agree not to donate semen or spermgdilénduration specified in Section
21.30r21.4

11. All subjects must:
» Understand that the investigational product coadeha potential teratogenic risk.

» Agree to abstain from donating blood while takingdastigational product and
following discontinuation of investigational prodysee Sectio21.3or 21.4).

» Agree not to share study medication with anothesqre

» Be counseled about pregnancy precautions andofdie$al exposure (see Section
21.30r 21.4.
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9.1.4. General
12.Understand and voluntarily sign an ICF.
13.Age = 18 years at the time of signing the ICF.
14.Able to adhere to the study visit schedule andrgthetocol requirements.

9.2. Subject Exclusion Criteria
Subjects must not have met any of the followindwsion criteria to be eligible for enrollment

into the study:
9.2.1. Prior Treatment

1. Use of chemotherapy, hormonal therapy, immunothgmpany other anticancer or
experimental therapy 28 days prior to Cycle 1 Day 1.

2. Radiotherapy te 30% of the bone marrow.

3. Surgery< 28 days prior to Cycle 1 Day 1 (minimally invaspecedures for the purpose
of diagnosis or staging of the disease are permitte

4. Prior therapy with cetuximab.
5. Prior therapy with panitumumab.
6. Prior therapy with pomalidomide (CC-4047), lenatidde, or thalidomide.

9.2.2. Laboratory
7. Absolute neutrophil count (ANC) < 1.5 x 4D
8. Platelet count < 100 x .
9. Creatinine Clearance < 50 mL/min (by Cockroft- Gaul
10.Bilirubin > 1.5 x ULN (> 2.0 x ULN in the presenoé Gilbert's Syndrome).
11.Serum AST or ALT > 3.0 x ULN (> 5 x ULN in the pesce of liver metastases).
12.Hemoglobin <9 g/dL.

9.2.3. Other Disease State
13. Untreated, symptomatic brain metastases (brainiimgagpt required).
14.Venous thromboembolism 6 months prior to Cycle 1 Day 1.
15. Current congestive heart failure (New York Hearsédation class II-1V).
16. Myocardial Infarction (MI)< 12 months prior to Cycle 1 Day 1.
17.Uncontrolled hypertension.

18. Prior malignancies within 5 years, with the exceptof treated basal cell/squamous cell
carcinoma of the skin or “in-situ” carcinoma of tbervix or breast.
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9.2.4. General

19. Any condition (psychological, familial, sociologiaar geographical), including the
presence of laboratory abnormalities, which wouétte the subject at unacceptable risk
if he/she were to participate in the study, confbtire ability to interpret data from the
study, or not allow the subject to comply with tequirements of the study protocol.

20.Pregnant or lactating women.
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10. DESCRIPTION OF TREATMENT
10.1.  Study Treatment

10.1.1. Lenalidomide

Celgene Corporation will supply lenalidomide a4, 15, 20, and 25 mg capsules to be
administered PO once daily for Days 1-28 of eacld@&gtreatment cycle. Study drug will be
packaged in bottles containing enough capsule8atays of dosing. All subjects will be
required to take a single capsule each day for Da38 of each cycle. Lenalidomide should be
taken at approximately the same time each day.

10.1.2. Cetuximab

Celgene Corporation will supply commercial cetuxintabeled as IMP for administration via IV
infusion on Days 1, 8, 15, and 22 of each 28-dayecyCetuximab will be administered at 400
mg/nfinitial dose, then 250 mg/fweekly.

10.2.  Treatment Assignments

Subjects meeting all eligibility criteria will beneolled into the study via IVRS. Dose levels will
be determined according to Sect®inTreatment with investigational products will tome in
28-day cycles until disease progression, unacckgptakicity or treatment discontinuation for
any other reason.

10.3. Dose Maodification or Interruption

Dose modifications of lenalidomide and cetuximad rawt permitted during Cycle 1 of the Phase
2a — Safety Lead-In part, unless a subject expeggen DLT, however permitted anytime after
Cycle 1 during Phase 2a — Safety Lead-In, anytiotend Phase 2b —POC and Phase 2b —
Expansion.

For toxicities consistent with cetuximab administma, discontinuation, dose interruptions
and/or reductions see Sectibd.3.2and the approved product labeling. If toxicitges believed
to be attributed to lenalidomide administratioregde se&able 6for dose modification
guidelines. Doses of any investigational producince be re-escalated once reduced. Any
investigational product (lenalidomide and/or cetoab) held > 14 days must be discontinued. If
cetuximab is discontinued per protocol and for eeanther than disease progression,
lenalidomide may be continued until documented tupmogression, unacceptable toxicity,
death, or treatment discontinuation for any otleason.
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10.3.1. Lenalidomide Dose Modification or Interruption

Table 6: Dose Modification Guidelines for Lenalidonde

Toxicity Grade Dose Maodification

Hold lenalidomide until resolution to Grade 2; at first occurrence
resume at same dose of lenalidomide; at secondreoce resume

3 lenalidomide at 5 mg reduction in dose. Furtheedesluctions are|
Rash permitted to a minimum of 5 mg.
If rash is desquamating, discontinue lenalidomide.
4 Discontinue lenalidomide.
Sinus bradycardial Hold lenalidomide until resolution to Grade 1, resume
atrial fibrillation or | 2 lenalidomide at 5 mg reduction in dose. Additiotase reductions
other cardiac are permitted to a minimum of 5 mg.
arrhythmias 3/4 Discontinue lenalidomide.

Hold lenalidomide, CBC weekly until resolutiontdGrade 2,
Neutropenia / resume lenalidomide at 5 mg reduction in dose. #althl dose
3/4 reductions are permitted to a minimum of 5 mg.

Hold lenalidomide, CBC weekly until resolutiontdGrade 2,
Thrombocytopenia 3/4| resume lenalidomide at 5 mg reduction in dose. #althl dose
reductions are permitted to a minimum of 5 mg.

Venous 3 Continue lenalidomide and anticoagulate.
thrombosis or
embolism 4 Discontinue lenalidomide and anticoagulate.

Hold lenalidomide until resolution to Grade 1; resume
Allergic reaction | 2/3 | lenalidomide at 5 mg reduction in dose. Additiodase reductions

or hypersensitivity are permitted to a minimum of 5 mg.
4 Discontinue lenalidomide.
Other non-
hematological Hold until resolution te< Grade 2; resume lenalidomide at 5 mg
toxicity assessed| 3/4 reduction in dose. Additional dose reductions amerjitted to a
as lenalidomide- minimum of 5 mg.
related
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10.3.2. Cetuximab Dose Modification or Interruption

10.3.2.1. Allergic/hypersensitivity Reactions

The investigator must treat all cases of allergipéirsensitivity reaction with the best available
medical measures. Based on previous experienceceiitiximab allergic/hypersensitivity
reactions, the treatment guidelines givei able 7

Table 7: Treatment Adjustment for Cetuximab-RelatedAllergic/Hypersensitivity
Reactions

CTC Grade Allergic/hypersensitivity reaction | Treatment

Grade 1 Decrease the cetuximab infusion rate by 50% and
Transient rash, drug fever <38°C monitor closely for any worsening
The total infusion time for cetuximab at the weekly
dose should not exceed 240 minutes
Grade 2 Stop cetuximab infusion
Urticaria, drug fever38°C and/or Administer bronchodilators, oxygen, etc. as
asymptomatic bronchospasm medically indicated

Resume infusion at 50% of previous rate once
allergic/hypersensitivity reaction has resolved of
decreased to grade 1 in severity, and monitor
closely for any worsening

Grade 3 or Grade 4 Stop cetuximab infusion immediately and

Grade 3: Symptomatic bronchospasm, requiringisconnect infusion tubing from the subject
parenteral medication, with or without urticaria;Administer epinephrine, bronchodilators,
hypersensitivity-related edema, angioedema | antihistamines, glucocorticoids, intravenous fluigds
vasopressor agents, oxygen, etc., as medically
indicated

Subjects have to be withdrawn immediately fron
treatment and must not receive any further
cetuximab treatment

=}

Grade 4: Anaphylaxis

Resumption of treatment following allergic/hypersesitivity reactions:

Once the cetuximab infusion rate has been decrehsetb an allergic/hypersensitivity reaction,
it must remain decreased for all subsequent infissitf the subject has a second
allergic/hypersensitivity reaction on the slowdusion rate, the infusion should be stopped and
the subject should not receive any further cetukitn@atment. If a subject experiences a Grade
3 or 4 allergic/hypersensitivity reaction at ampei, cetuximab must be discontinued.

10.3.2.2. Skin Toxicity

If a subject experiences Grade 3 skin toxicityugehab therapy may be delayed for up to
14 days without changing the dose level (Sgeire 3. The investigator should also consider
concomitant treatment with topical and oral antilesy topical corticosteroids are not
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recommended. If the toxicity resolves to Grade Bss by the following treatment period,
treatment may be resumed. If Grade 3 skin toxmityurs for a second and third time, cetuximab
therapy may again be delayed for up to 14 days edgtitomitant dose reductions to 200 mg/m?
and then 150 mg/mz2. Cetuximab dose reductionseragnent. Subjects must discontinue
cetuximab if more than 2 consecutive infusionsvatkheld or Grade 3 skin toxicity occurs for a
fourth time despite appropriate dose reduction.

Figure 3: Treatment Adjustments for Cetuximab-Relaed Skin Toxicity

Grade 3 skin
toxicity

Which
Resolved to grade 3

Xgrade 2? occurrence?,

NO

First Dose at

250 mg/m?

N N 1st week
Delay infusion
Second .| Reduce dose

"l to 200 mg/m?

A 4

2nd consecutive

Delay infusion |gweek
Third

= S 3rd consecutive
Discontinue week

treatment Fourth

»| Reduce dose
to 150 mg/m?

»| Discontinue
treatment

10.3.2.3. Additional Cetuximab Considerations

In addition to omissions and discontinuation fa #bove reasons, cetuximab may have to be
delayed or discontinued if a subject develops &ranrrent iliness (e.g. an infection). If in the
opinion of the investigator, this warrants intetrap of cetuximab therapy, the intercurrent
illness must resolve within a time frame such ti@amore than 2 consecutive infusions are
withheld. After the interruption of treatment, thatient will continue with cetuximab at the
assigned dose level. The higher initial dose isrepéated.

If therapy must be withheld for > 14 days, the gttrdatment will be discontinued.

10.4. Prior/Concomitant Medications

All medications (prescription and non-prescriptidn@atments and therapies taken at the time of
study start through 28 days after the last dogeweafstigational product(s), must be recorded on
the appropriate page of the CRF.

10.4.1. Permitted Concomitant Therapy
* Pre-medication for investigational products.
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» Full supportive care is permitted when appropriateluding transfusions of blood
and blood products, antibiotics, or antiemetics.

» The use of growth factors is permitted accordin &L O guidelines.
» Histamine-receptor antagonists or proton-pump imdiltherapy is permitted.
* Anticoagulants are permitted.

» Narcotic and non-narcotic analgesics are permitted.

10.4.2.  Prohibited Concomitant Therapy

» Treatment with anti-cancer agents is not permiféadept investigational products as
per protocol).

» Radiation therapy is not permitted.

» Use of any other experimental drug or therapy tspeomitted.

10.5. Treatment Compliance

Study personnel will be instructed to complete @llints of unused medication at Day 1 of each
cycle and at study discontinuation (see approphatelling instructions in the Pharmacy
Manual). Compliance is defined as taking0% of the assigned study medication dose during
any cycle for reasons other than toxicity or tresitrhold in accordance with the protocol. Lack
of compliance may lead to discontinuation from shely at the discretion of the Investigator
and/or sponsor. Any investigational product (lethatide and/or cetuximab) held > 14 days
must be discontinued.

10.6.  Discontinuation from Treatment

The following events are considered sufficient oessfor discontinuing a subject from
investigational product(s):

* Adverse event(s) (AEs) that, in the judgment ofltheestigator, may cause severe or
permanent harm or which rule out continuation @kstigational product(s).

» Disease progression

* Subject withdraws consent
* Subject lost to follow-up

* Death

* Protocol violation

The reason for discontinuation should be recordegtié CRF and in the subject’s medical
records. An IVRS call is required when discontirguany investigational product.
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11. INVESTIGATIONAL PRODUCT MATERIALS AND
MANAGEMENT

11.1.  Supplier(s)
Celgene Corporation will supply lenalidomide andhooercial cetuximab labeled as IMP.

11.2. Dosage Form

Celgene Corporation will supply lenalidomide a4, 15, 20, and 25 mg capsules for oral
administration.

Celgene Corporation will supply commercial cetuxint@beled as IMP for IV infusion.

11.3. Dosage Regimen

Lenalidomide will be administered PO once dailylzays 1-28 of each 28-day treatment cycle.
Lenalidomide should be taken at approximately #mestime each day.

Cetuximab will be administered via IV infusion o=y 1, 8, 15 and 22 of each 28-day cycle.
The initial dose of cetuximab will be administemd00 mg/rf, then 250 mg/fmweekly
thereafter.

11.4. Investigational Product Packaging and Labeling

Celgene Corporation will supply lenalidomide invgational product packaged in open-label
bottles containing enough supply for a 28-day cy&ach subject will take one capsule per day
orally.

Celgene Corporation will supply commercial cetuxintabeled as IMP.

The investigational product(s) label will bear Geig’'s name, address, and telephone number,
the protocol number, EudraCT number (where reqyigadduct name, dosage form and
strength, quantity of investigational product pentainer, lot number, expiration date,
medication identification/kit number, dosing ingttions, storage conditions, and required
caution statements and/or regulatory statemerdappigable. Additional information may be
included on the label as applicable per local ratimhs.

Subjects requiring dose reduction within a treatnegnle must return to the study site and
return the empty bottle or any unused product anevabottle will be dispensed.

11.5. Investigational Product Receipt and Storage

The Investigator(s) is responsible for taking aremtory of each shipment of investigational
product(s) received, and comparing it with the agganying investigational product(s) shipping
order form. The Investigator(s) will verify thecaracy of the information on the form and call
the IVRS to register the study medication receigethe site.

At the study site, all investigational product(s)l Wwe stored in a locked, safe area to prevent
unauthorized access.
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The investigational product should be stored asctidd on the product label.

11.6. Record of Administration

Accurate recording of all investigational produg#dministration (including dispensing and
dosing) will be kept.

11.7. Investigational Product Accountability

The investigator(s) or designee(s) is responsim@¢counting for all investigational product(s)
issued to, and returned by, the subject duringthugse of the study.

11.8. Investigational Product Handling and Disposal

Celgene will instruct the Investigator(s) on druamnbling and the return or destruction of unused
investigational product(s) per local standard pecact If any investigational product(s) is lost or
damaged, its disposition should be documentedgetel Corporation will provide instructions
for the return of investigational product at thel eh the study.
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12. ASSESSMENT OF EFFICACY

12.1. Assessments
e Tumor assessment.
» Response assessment (RECIST 1.1).
» ECOG performance status.

e Qverall survival.

12.2. Methods and Timing of Efficacy Assessments

The efficacy assessments will be conducted at tiimtedvals during the study as specified in
Table 2

12.2.1. Tumor Assessment

Tumor assessment conventional (or spiral) CT, ofl WiR be performed at screening, every 2
cycles beginning with Cycle 3 Day 1, and at treathaigscontinuation. Subjects who have
received screening scans within 28 days of Cyday 1 do not need to have an additional scan
done. Discontinuation from study scans do not riedxe done if last scan was performed within
the prior 28 days. During the study, scans mustdres up to 7 days prior to Day 1 of the cycle.
To ensure comparability, baseline methods and waysinethods for tumor assessment must be
performed using identical techniques. X-rays walgerformed only when clinically indicated.

12.2.2. Response Assessment

Tumor response will be evaluated every 2 cyclesnogrg with Cycle 3 Day 1 and at treatment
discontinuation. Response and progression wilMaduated using the RECIST 1.1 criteria
(Eisenhauer, 2009 All subjects with evidence of objective tumesponse (CR and PR) should
have the response confirmed with repeat assesspemfitsmed at the next scheduled scan
(every 2 cycles following Day 1 Cycle.1)

12.2.3. ECOG Performance Status

ECOG Performance Status will be evaluated duringestng, every cycle Day 1 (pre-dose), and
at treatment discontinuation.

12.2.4.  Survival

All subjects will be followed for survival every ays after discontinuation via phone contact
until death or 5 years post discontinuation.
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13. ASSESSMENT OF SAFETY

13.1. Assessments
» Adverse event reporting.
* Concomitant medications.
* Physical Examinations.
» Vital Signs including height and weight.
» Hematology laboratory assessments.
* Chemistry laboratory assessments.
* Pregnancy testing.

* Thyroid function test.

13.2.  Methods and Timing of Safety Assessments

13.2.1. Adverse Event Reporting

All subjects will have AE assessment performedrdyéll visits once the ICF is signed until 28
days after last dose. CTCAE Version 4.0 will bedufse grading
(http://ctep.cancer.gov/protocolDevelopment/elauttoapplications/docs/ctcaev4.pdf).

13.2.2.  Concomitant Medications
All subjects will have concomitant medication andgedure assessment performed at all visits
once ICF is signed until 28 days after last dose.

13.2.3.  Physical Examinations

All subjects will have a physical examination atesming, every cycle Day 1 (pre-dose), at
treatment discontinuation, and 28 days after lasedDuring Cycle 1, physical examination
assessments will occur every 7 days.

13.2.4. Vital Signs

Vital signs (including pulse, blood pressure, amperature) and weight will be measured at
screening, every cycle Day 1 (pre-dose), at treatmiscontinuation, and 28 days after last dose.
Height will be measured during screening only. BgrCycle 1, vital signs will be captured

every 7 days.

13.2.5. Hematology Laboratory Assessments

Hematology laboratory including RBC count, hemogipbematocrit, WBC count and
differential (including ANC) and platelet count Wie collected at screening, every cycle Day 1
(pre-dose), treatment discontinuation, and 28 détgs last dose. During Cycle 1, hematology
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laboratory parameters will be collected every 7sd&lematology assessments may be repeated
more frequently if clinically indicated.

13.2.6. Chemistry Laboratory Assessments

Serum chemistries including sodium, potassium,raido CQ, calcium, magnesium,
phosphorus, BUN, creatinine, glucose, albumin/ {mtatein, alkaline phosphatase, bilirubin,
AST/SGOT, ALT/SGPT, LDH and uric acid will be calted at screening, every cycle Day 1
(pre-dose), treatment discontinuation, and 28 détgs last dose. During Cycle 1, chemistry
laboratory parameters will be collected every 7sd&hemistry assessments may be repeated
more frequently if clinically indicated.

13.2.7. Pregnancy Testing

All WCBP who patrticipate in the study will have neiB-HCG levels assessed as a means of
pregnancy testing. The subject may not receivesitigational product(s) until the investigator
has verified that the results of these pregnarstg &re negative (see specifics in Secibr3or
21.4.

13.2.8.  Thyroid Function Test

Subjects will have free T3, free T4 and total T&Mels analyzed at screening and at treatment
discontinuation. Further analysis of free T3, fide and total TSH levels will be performed as
clinically indicated.
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14. OTHER ASSESSMENTS

14.1. Biomarker Assessment

In addition to testing the safety and effectivengfsthe investigational product(s), lenalidomide
and cetuximab in this study, an exploratory analg$ibiomarkers is planned. Celgene
Corporation may attempt to utilize existing anddevelop new biomarker assays designed to
identify biological and molecular markers which r@bate with evidence of the clinical efficacy
and/or safety profile of lenalidomide and cetuximdinese analyses may help identify subjects
most likely to benefit from lenalidomide and cetuaib.

Biomarker assessment includes, but is not limibedhtmuno flow cytometry panel for T cells
and NK cells; assessment of cytokines/immune marfecluding, but not limited to, IL-6,
TGF, IL-8, IL-10, IL-12, IFNy, and GM-CSF); assessment of growth factors (inolyidbut not
limit to, vascular endothelial growth factor [VEGEDpluble VEGF-receptor 2 [SVEGFR-2],
phosphorylated VEGFR-2, activated platelet-derigemvth factor receptor [PDGFR] and
placental growth factor [PGF]); and assessmenirotfilating tumor cells. Additionally, FR,
KRAS, and EGFR testing will also be conducted ugaaffin tumor.

Biomarkers are objectively measured and evaluaigidators of normal biological processes,
pathogenic processes, or pharmacologic responsethtyapeutic interventiorin oncology,

there is particular interest in the molecular clengnderlying the oncogenic processes that may
identify cancer subtypes, stage disease, asseasibent of tumor growth or predict disease
progression, metastasis and responses to lenatiécemnid cetuximab. These investigations may
be useful in developing markers to identify disesgatypes, guide therapy and/or predict
disease progression.

14.1.1.  Preparation/Handling/Shipping of Tumor and Blood Sanples for Biomarker
Assessment

Please refer to the central laboratory manual éaited instructions on sample handling,
labeling and shipment.
14.1.1.1. Plasma

1. A blood sample will be drawn at Cycle 1 Day 1 (piese), Cycle 2 Day 1, at each tumor
assessment, and at treatment discontinuation.

2. The blood will be centrifuged to separate plasma.much of the plasma as possible is
removed with a pipette without disturbing the bla®dlls and transferred into three vials.
Immediately place all 3 tubes vials in a 2CGreezer.

3. The plasma should be frozen within 60 minutes ¢iection from the subject. The
samples should be shipped on dry ice to centrakédbry.
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14.1.1.2. Blood for Circulating Tumor Cells

1. A blood sample will be drawn at Cycle 1 Day 1 (pise), Cycle 2 Day 1, at each tumor
assessment, and at treatment discontinuation.

2. Sample is to be maintained at room temperaturevailtd overnight to Celgene
Corporation for processing.

14.1.1.3. Blood for Immuno Flow Cytometry

1. A blood sample will be drawn at Cycle 1 Day 1 (pieese), Cycle 2 Day 1, at each tumor
assessment, and at treatment discontinuation.

2. Sample is to be maintained at room temperaturevaiked overnight to central
laboratory for processing.

14.1.1.4. Paraffin Blocks or Slides

Paraffin tumor blocks or approximately 25 unstaiskdes must be sent for KRAS mutation
testing and results reported by central patholagyiatory prior to study enrollment. All
paraffin tumor blocks will be shipped back to thieical site once the slides have been cut.

14.1.2. Sample Storage and Destruction

These blood and tumor samples and any other comgmfrem the cells may be stored for up to
5 years after the end of the study to researcimsiteequestions related to cancamd/or
lenalidomide and cetuximab. Celgene Corporatiohhelthe exclusive owner of any data,
discoveries or derivative materials from the sampie commercial product is developed based
on this research project, Celgene Corporationawth the commercial product and the subject
will have no commercial rights to such a produd ao rights to the data, information,
discoveries, or derivative materials gained or poadl from the sample.

14.1.3. Confidentiality

To maximize confidentiality, all biomarker sampbesd the information associated with the
samples will be coded to prevent the exposure lgjestis information and identity. Since these
evaluations are neither expected to benefit thgstbirectly nor to alter their treatment course,
the results will not be placed in their medicaloretand will not be made available to members
of their family, their personal physician, or othieird parties except as specified in the informed
consent.
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15. STATISTICAL CONSIDERATIONS

This Phase 2 study in pretreated KRAS mutant stjeith metastatic colorectal cancer
consists of three parts. Phase 2a — Safety Lepdrins to explore the dosing of lenalidomide in
combination with cetuximab. Phase 2b — POC pdd explore tumor response rate of
lenalidomide in combination with cetuximab and led@nide alone. Phase 2b — Expansion part
will enroll approximately 120 subjects into the@ganended regimen from the POC study and
further evaluate the response rate of a lenalideroahtaining regimen in pretreated KRAS
mutant subjects with metastatic colorectal cancer.

15.1.  Study Population Definitions

The population for the study CC-5013-COLO-001 wihsist of subjects with histologically
confirmed KRAS mutant metastatic CRC measurablRBEZIST 1.1 who have failed both
oxaliplatin and irinotecan-containing regimens haat least one of the regimens containing
bevacizumab. Study population definitions are devics:

* Intent-to-Treat (ITT) Population — All subjects wtake at least one dose of study
medication.

» Safety Population — All subjects who take at lees dose of study medication,
which is the same as ITT population for this study.

» Efficacy Evaluable (EE) Population — All ITT subjeevho meet eligibility criteria,
complete at least one treatment cycle of investgat product(s), and have baseline
and at least one post-baseline efficacy assessment.

15.2.  Efficacy Evaluation

All treated subjects will be included for efficaagalysis. Efficacy will be analyzed once all
subjects have withdrawn from the study or completdéase 6 cycles. The hypothesis test for
the objective confirmed response rate will be basethe exact binomial distribution Phase 2b —
Expansion part. Ninety-five percent confidenceimals will be provided. A descriptive
analysis of other evidence of anti-tumor activityl e provided based on clinical, radiographic,
and biologic assessments of efficacy. If theresafécient data, Kaplan-Meier estimates will be
provided for duration of response, PFS, DCR, and OS

Data listings will be provided for all relevant datollected during the studies.

15.3. Background and Demographic Characteristics

All analyses will be performed by study Phase aadttment group. The baseline characteristics
of treated subjects will be summarized. An accognill be made of all subjects who received
investigational product(s) and, in particular, thenber of subjects who died or withdrew during
treatment will be specified together with the reestor withdrawal.
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15.4. Investigational product(s)

Descriptive summaries of investigational producgfg)osure will be provided by study Phase
and treatment group.

15.5.  Safety Evaluation

Data from all subjects who receive one or more sla@rug will be incorporated into the safety
analyses. Investigational product(s) exposurelvdlsummarized. Adverse events, vital sign
measurements, clinical laboratory information, aodcomitant medications will be tabulated
and summarized by group and regimen. All toxisitiéll be summarized by relative and
absolute frequency, severity grade based on theXENe&rsion 4.0 and relationship to
treatment. Serious adverse events (SAE) will &tedi separately. Safety information obtained
during the Follow-up period during each segmenit pélincorporated into these analyses.
Graphical displays will be provided where usefulhia interpretation of results.

15.6. Interim Analyses

There is no plan for interim analysis. However, $#ghab — POC data will be analyzed and used
to recommend the Phase 2b — Expansion part. Thepyiefficacy analysis will be based on
Phase 2b — Expansion phase data alone.

15.7. Sample Size and Power Considerations
During Phase 2a — Safety Lead-in part, up to apprately 18 subjects will be enrolled.

In the Phase 2b — POC patrt, up to approximatelsu®ects will be randomized in a 1:1 ratio
between lenalidomide in combination with cetuxinaaiol lenalidomide alone. A Simon two

stage minimax design will be used to monitor sutgecollment for each randomization arm
separately. In the first stage, 23 subjects valebrolled. If< 2 of the 23 subjects (< 10%) have

a response in either arm, the enrollment for that\aill be stopped. If > 2 of the 23 subjects

have a response in either arm, the enrolimentahahm will continue until 41 subjects are
enrolled. If one arm is stopped, all new subjedtsbe enrolled in the remaining arm. At the

final analysis, the regimen will be concluded witbre than 10% true response rate 8 of 41
subjects (>21%) have a response. This design aié®0% power to conclude the true response
rate is higher than 10% at one-sided 2.5% levelvthe true response rate is 30%.

When any arm from the Phase 2b — POC is consigesitive, the study may proceed with that
regimen to the Phase 2b —Expansion phase. In tharSion phase, approximately 120 subjects
will be treated with the regimen. This sample sizkallow for atwo sided 95% confidence
interval of (22%, 39%) when 30% response rate sepled.
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16. QUALITY CONTROL AND QUALITY ASSURANCE

16.1.  Monitoring

Celgene Corporation ensures that appropriate mamgtprocedures are performed before,
during and after the study. Before the study iisated at a site visit or at an investigator
meeting, all aspects of the study are reviewed thghnvestigator(s) and the staff. Prior to
enrolling subjects into the study, a Celgene Capon representative will review the protocol,
CRFs, procedures for obtaining informed consecnegkeeping, and reporting of AEs with the
Investigator(s). Monitoring will include on-sitésits with the Investigator(s) and his/her staff as
well as any appropriate communications by mail, taxelephone. At each monitoring visit, the
facilities, investigational product(s) storage a@RFs, subject’s source documents, and all
other study documentation will be inspected/revidwg the Celgene Corporation representative
for adherence to the protocol and good clinicatica.

At each site visit, the monitor will review CRFg fmompletion and accuracy. Accuracy will be
checked by performing source data verification that direct comparison of the entries made
onto the CRF against the appropriate source dociati@m. Any resulting discrepancies will be
reviewed with the Investigator(s) and/or his/haffstAny necessary corrections will be made
directly to the CRFs or via source data clarificatforms by the Investigator(s) and/or his/her
staff. Monitoring procedures require that inforneeshsents, adherence to inclusion/exclusion
criteria and documentation of SAEs and the propeonding be verified. Additional monitoring
activities may be outlined in a study-specific ntoring plan.

16.2.  Audits and Inspections

In addition to the routine monitoring procedure§@od Clinical Practice Quality Assurance
unit exists within Celgene Corporation. From titogime, representatives of this unit will
conduct audits of clinical research activities @@dance with Celgene Corporation SOPs to
evaluate compliance with Good Clinical Practicedgiines and regulations.

The Investigator(s) is required to permit direatess to the facilities where the study took place,
source documents, CRFs and applicable supportouyde of subject participation for audits and
inspections by IRB/IECs, regulatory authoritieg (DA, EMEA, TPP) and company
authorized representatives. The Investigator(@)ishmake every effort to be available for the
audits and/or inspections. If the Investigatoigs)ontacted by any regulatory authority
regarding an inspection, he/she should contacteDel@orporation immediately

16.3. Investigator(s) Responsibilities

Investigator responsibilities are set out in thel Iguideline for Good Clinical Practice and in the
US Code of Federal Regulations. Celgene Corporatia representative will contact and select
all principal investigators or co-investigators whdurn will select their staff. The investigator
must give the monitor access to relevant recor@sindirm the above.

The Investigator(s) is responsible for keepingcore of all subjects who sign an Informed
Consent Form and are screened for entry into thaystFor those subjects who fail screening,
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the reason(s) for exclusion must be recorded irstingect’s source documents and on the
Screening Log provided by Celgene Corporation.

No procedure/assessment/measurement/test otheththemoutlined here, or in the schedule of
study assessments, is to be performed withoutribepritten approval of Celgene Corporation,
or unless deemed by the investigator(s) as negefsahe subject’'s medical care.
Investigator(s) and/or authorized designee(s) rntgr study data onto CRFs supplied by
Celgene Corporation. The data on the CRF willdmorded in an anonymous manner to protect
the subject’s identity by using a unique identitieat will prevent personal identifiable
information.

The Investigator(s), or a designated member ofrthestigators’ staff, must be available at some
time during monitoring visits to review data andalye any queries and to allow direct access to
the subject’s records (e.g., medical records, efticarts, hospital charts, and study related
charts) for source data verification. The CRFstrbescompleted as soon as possible after the
subject’s visit but no later than prior to each mamng visit and be made available to the
Celgene Corporation representative(s) so that¢beracy and completeness may be checked.
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17. REGULATORY CONSIDERATIONS

17.1. Institutional Review Board/Independent Ethics Commitee Review
and Approval

The protocol for this study has been designed to@ance with the general ethical principles
outlined in the Declaration of Helsinki (see Sectd.5. The review of this protocol by the
IRB/IEC and the performance of all aspects of thdys including the methods used for
obtaining informed consent, must also be in acawdavith principles enunciated in the
declaration, as well as ICH Guidelines, Title 2Xh# Code of Federal Regulations (CFR), Part
50 Protection of Human Subjects and Part 56 Irgiital Review Boards. Before implementing
this study, the protocol, the proposed informedsenh form and other information to subjects,
must be reviewed by a properly constituted Insondl Review Board/Independent Ethics
Committee (IRB/IEC). A signed and dated statentiegit the protocol and informed consent
have been approved by the IRB/IEC must be givedelgene Corporation before the study
initiation. The names and occupations of the chair and the members of the IRB/IEC must be
supplied to Celgene Corporation.

The Investigator(s) will be responsible for prepgrdocuments for submission to the relevant
IRB/IEC and obtaining written approval for thisdyu The approval will be obtained prior to
the initiation of the study.

A copy of the IRB/IEC approval for the protocol athe Informed Consent is to be provided to
Celgene Corporation. The approval for both thequoitand informed consent must specify the
date of approval, protocol number and version neerdment number.

The Investigator(s) is responsible for notifying tiRB/IEC of any serious deviations from the
protocol, or anything else that may involve addeK to subjects.

Any advertisements used to recruit subjects foistbdy must be reviewed and approved by
Celgene Corporation and the IRB/IEC prior to use.

17.2. Protocol Amendments

Any amendment to this protocol that seems apprtgras the study progresses (e.g. affects
safety or efficacy) will be agreed upon betweendberdinating and/or principal investigator(s)
and the Celgene Corporation study physician. Amemds will be submitted to the IRB/IEC

for written approval before the implementation leé amended version. The written signed
approval from the IRB/IEC should refer specificalythe investigator(s) and to the protocol
number and title and mention any amendment nuntbatsare applicable. Amendments that are
administrative in nature do not require IRB/IEC agyal but will be submitted to the IRB/IEC

for information purposes.

17.3. Informed Consent

The Investigator(s) must obtain informed conserd siibject or his/her designee prior to any
study related procedures as per Good Clinical Rec{GCP) as set forth in 21 CFR Parts 50
and 56 and ICH guidelines.
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Documentation that informed consent occurred gadhe subject’s entry into the study and of
the informed consent process should be recorddtkisubject’'s source documents. The original
consent form, signed and dated by the subject gnldebperson consenting the subject prior to
the subject’s entry into the study, must be mam&diin the Investigator’s study files and a copy
given to the subject. In addition, if a protocobimended and it impacts on the content of the
informed consent, the informed consent must beseeli Subjects participating in the study
when the amended protocol is implemented must{semeented with the revised version of the
informed consent. The revised consent form, sigmetidated by the subject and by the person
consenting the subject, must be maintained inrtkiedtigator’s study files and a copy given to
the subject.

17.4.  Subject Confidentiality

Celgene Corporation affirms the subject’s righptotection against invasion of privacy. In
compliance with United States federal regulati@@sigene Corporation requires the
Investigator(s) to permit Celgene Corporation’srespntatives and, when necessary,
representatives of the FDA or other regulatory arities to review and/or copy any medical
records relevant to the study in accordance withllaws.

Should direct access to medical records requiraigaror authorization separate from the
subject’s statement of informed consent, it isrésponsibility of the Investigator(s) to obtain
such permission in writing from the appropriateivwdlal.
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18. DATA HANDLING AND RECORDKEEPING

18.1. Data/Documents

The investigator(s) must ensure that the recordsdacuments pertaining to the conduct of the
study and the distribution of the investigationadquct(s), that is, copies of CRFs and source
documents, original documents, data, and records (espital records; clinical and office
charts; laboratory notes; memoranda; subject’sediar evaluation checklists; pharmacy
dispensing records; recorded data from automatgcliments; copies or transcriptions certified
after verification as being accurate copies; mictads; photographic negatives, microfilm, or
magnetic media; x-rays; subject files) and recéefst at the pharmacy, at the laboratories, and
at medico-technical departments involved in theicél study are complete, accurate, and filed
and retained.

18.2. Data Management

Data will be entered into the clinical databasezSehdata will be electronically verified through
use of on-line checks during data entry, and thnquggrammed edit checks specified by the
clinical team. Discrepancies in the data will beught to the attention of the clinical team, and
investigational site personnel, if necessary, exfdrm of a Data Clarification Form (DCF).
Resolutions to these issues will be reflected endatabase. An audit trail within the system will
track all changes made to the data. A qualityrab@iudit will be performed.

18.3. Retention of Records

The investigator(s) must maintain records of allgtdocuments and supporting information
relating to the conduct of the study. This docutagon includes, but is not limited to,

protocols, case report forms, advertising for stigparticipation, adverse event reports, subject
source data, correspondence with health authoatiddRBs/IECs, informed consent forms,
investigator(s) curricula vitae, monitor visit Iogaboratory reference ranges, laboratory
certification or quality control procedures anddedtory director curriculum vitae. Subject files
and other source data must be kept for the maxipenod of time permitted by the hospital,
institution or private practice specified belowhélstudy monitor must be consulted if the
investigator(s) wishes to assign the study filesdimeone else, remove them to another location
or is unable to retain them for a specified period.

For studies conducted in the United States und&8 #\ND, the investigator(s) must retain the
study records for a minimum of 2 years after a ratank) application for the indication is
approved, or for 2 years after the IND is withdrawhno application is filed, or if the

application is not approved for the indication, theords are to be retained for two years after
the investigation (i.e., the IND) is discontinuedd FDA is notified of that fact. For IND

studies conducted outside the US, the investigatar{ust retain study records for the time
period described above or according to local lasugquirements, whichever is longer. The
monitor will inform the investigator(s) of the datfor retention. All study documents should be
made available if required by relevant health arties. For studies not conducted under the US
IND, the investigator(s) records must be retainetil at least 2 years after the last approval of a
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marketing application in an ICH region and untér are no pending or contemplated marketing
applications in an ICH region or at least 2 yeargehelapsed since the formal discontinuation of
clinical development of the investigational produthese documents should be retained for a
longer period if required by other applicable regoty requirements.
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19. PREMATURE DISCONTINUATION OF THE STUDY

19.1.  Single Site

The responsible clinical Investigator as well atg€ee Corporation have the right to discontinue
a single site at any time during the study for oeable medical or administrative reasons.
Possible reasons for termination of the study cbeldout are not limited to:

» Unsatisfactory enrollment with respect to quanpityquality
* Inaccurate or incomplete data collection
» Falsification of records

» Failure to adhere to the study protocol

19.2.  Study as a Whole

Celgene Corporation reserves the right to termitiasgeclinical study at any time for reasonable
medical or administrative reasons.

Any possible premature discontinuation would havbd documented adequately with reasons
being stated, and information would be issued atingrto local requirements (e.g., IRB/EC,
regulatory authorities, etc.).
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21. APPENDICES
21.1. ECOG Performance Status Scale(ken, 19832

Score Description

0 Fully active, able to carry on all pre-diseasdgenance without
restriction.

1 Restricted in physically strenuous activity botailatory and able to carry
out work of a light or sedentary nature, e.g.,tlighusework, office work.

2 Ambulatory and capable of all self-care but uadblcarry out any work
activities. Up and about more than 50% of wakiogrs.

3 Capable of only limited self-care, confined tal foe chair more than 50%
of waking hours.

4 Completely disabled. Cannot carry on any selé.cd otally confined to
bed or chair.

5 Dead.
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21.2. Adverse Event

An adverse event (AE) is any noxious, unintendedyboward medical occurrence occurring at
any dose that may appear or worsen in a subjettgltirte course of a study. It may be a new
intercurrent illness, a worsening concomitant giean injury, or any concomitant impairment

of the subject’s health, including laboratory tesiues (as specified by the criteria below),
regardless of etiology. Any medical condition thats present prior to study treatment and that
remains unchanged or improved should not be redaad@an AE. If there is a worsening of that
medical condition, this should be considered an ABiagnosis or syndrome should be recorded
on the AE page of the Case Report Form ratherttimmdividual signs or symptoms of the
diagnosis or syndrome.

All AEs will be recorded by the Investigator(s) findhe time of signing ICF to 28 days after the
last dose. AEs will be recorded on the AE pagdef@RF and in the subject’s source
documents.

Abnormal laboratory values defined as adverse evesit

An abnormal laboratory value is considered to b&&nf the laboratory abnormality is
characterized by any of the following:

* Results in discontinuation from the study.

* Requires treatment, modification/interruption ofestigational product(s) dose, or
any other therapeutic intervention.

* Isjudged by the Investigator(s) to be of signifitalinical importance.

If a laboratory abnormality is one component ofagdosis or syndrome, then only the diagnosis
or syndrome should be recorded on the AE pageeo€CRF. If the abnormality was not a part of
a diagnosis or syndrome, then the laboratory abalisnshould be recorded as the AE.

Serious adverse event
A serious adverse event (SAE) is any AE which:
* Results in death

» Is life-threatening (i.e., in the opinion of thevéstigator(s) the subject is at
immediate risk of death from the AE)

* Requires inpatient hospitalization or prolongatdrexisting hospitalization

» Results in persistent or significant disability@pacity (a substantial disruption of the
subject’s ability to conduct normal life functions)

» Is a congenital anomaly/birth defect
» Constitutes an important medical event

Important medical events are defined as those omaces that may not be immediately life
threatening or result in death, hospitalizationdigability, but may jeopardize the subject or
require medical or surgical intervention to prevemé of the other outcomes listed above.
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Medical and scientific judgment should be exercisedeciding whether such an AE should be
considered serious.

Events not considered to be SAEs are hospitalizatichich: were planned before entry into the
clinical study; are for elective treatment of a dition unrelated to the studied indication or its
treatment; occur on an emergency outpatient basigla not result in admission (unless
fulfilling other criteria above); are part of thenmal treatment or monitoring of the studied
indication and are not associated with any detatiimn in condition.

If an AE is considered serious, both the AE padekedCRF and the SAE Report Form must be
completed.

For each SAE, the Investigator(s) will provide imf@tion on severity, start and stop dates,
relationship to investigational product(s), actiaken regarding investigational product(s), and
outcome.

Classification of severity

For both AEs and SAEs, the investigator(s) mustssthe severity of the event. The severity of
AEs will be graded based upon the subject’'s symptaccording to CTCAE, Version 4.0
(http://ctep.cancer.gov/protocolDevelopment/elaatoapplications/docs/ctcaev4.pdf). AEs that
are not defined in the NCI CTCAE should be evalddte severity according to the following
scale:

Grade 1 = Mild

Grade 2 = Moderate
Grade 3 = Severe

Grade 4 = Life threatening
Grade 5 = Death

Classification of Relationship/Causality of adversevents (SAE/AE) to investigational
product(s)

The Investigator(s) must determine the relationslepveen the administration of investigational
product(s) and the occurrence of an AE/SAE as Nep8&cted or Suspected as defined below:

Not suspected: The temporal relationship of the adverse eventyestigational
product(s) administration makascausal relationship unlikely
or remote, or other medications, therapeutic interventianms,
underlying conditions provide a sufficient explaaatfor the
observed event

Suspected: The temporal relationship of the adverse eventyestigational
product(s) administration makascausal relationship possible,
and other medications, therapeutic interventionsinalerlying
conditions do not provide a sufficient explanationthe
observed event.
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Monitoring and reporting of adverse events

All subjects will be monitored for AEs during theidy. Assessments may include monitoring
of any or all of the following parameters: the sdbjs clinical symptoms; laboratory,
pathological, radiological, or surgical findings$yysical examination findings; or other
appropriate tests and procedures.

Immediate reporting of serious adverse events

Any AE that meets the criterion for an SAE requittes completion of an SAE Report Form in
addition to being recorded on the AE pages of tR& CThe Investigator(s) is required to ensure
that the data on these forms is accurate and ¢ensisThis applies to all SAEs, regardless of
relationship to investigational product(s), thatwcduring the study, those made known to the
Investigator(s) within 28 days after a subjects ldose of investigational product(s), and those
made known to the investigator(s) at anytime thatsaspected of being related to
investigational product(s).

The SAE must be reported immediately (i.e., wittdnhhours of the Investigators’ knowledge of
the event) to the Celgene Corporation Drug Safgtiabsimile. An initial written report
(prepared by the Investigator(s) using the SAE Refparm provided by Celgene Corporation) is
to be faxed to Celgene Corporation Drug Safety gdew for contact information).

The SAE report should provide a detailed descniptibthe SAE and include copies of hospital
records and other relevant documents. If a subggtdied and an autopsy has been performed,
copies of the autopsy report and death certifiaadeto be sent to Celgene Corporation as soon as
these become available. Any follow-up data willdegailed in a subsequent SAE Report Form,
and sent to Celgene Corporation.

The Investigator(s) is responsible for informing thstitutional Review Board/Ethics
Committee (IRB/IEC) of the SAE and providing thenthaall relevant initial and follow-up
information about the event. The Investigator(skthkeep copies of all SAE information,
including correspondence with Celgene Corporatimhthe IRB/IEC on file. All SAEs that
have not resolved upon discontinuation of the sailgj@articipation in the study must be
followed until either the event resolves completstgbilizes/resolves with sequelae, or returns
to baseline (if a baseline value is available).

Pregnancies

Pregnancies and suspected pregnancies (inclugogitive pregnancy test regardless of age or
disease state) of a female subject or the fematagreof a male subjecccurring while the
subject is on investigational product(s), or witBBdays of the subject’s last dose of
investigational product(s), are considered immetiateportable events. Investigational
product(s) is to be discontinued immediately arelshbject instructed to return any unused
portion of the investigational product(s) to theastigator(s). The pregnancy, suspected
pregnancy, or positive pregnancy test must be tegao Celgene Corporation Drug Safety by
facsimile using the SAE Report Form.

The female should be referred to an obstetriciamegglogist, preferably one experienced in
reproductive toxicity, for further evaluation anounseling.
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The Investigator(s) will follow the female subjecttil completion of the pregnancy, and must
notify Celgene Corporation Drug Safety of the outecof the pregnancy as a follow-up to the
initial SAE report.

If the outcome of the pregnancy meets the criferiammediate classification as an SAE (i.e.,
spontaneous or therapeutic abortion [any congesiitaimaly detected in an aborted fetus is to be
documented], stillbirth, neonatal death, or conggrinomaly [including that in an aborted
fetus]), the Investigator(s) should follow the pedares for reporting SAEs (i.e., report the event
to Celgene Corporation Drug Safety by facsimilenwit24 hours of the Investigator’s

knowledge of the event).

In the case of a live “normal” birth, Celgene Cagdmn Drug Safety should be notified by
facsimile within 24 hours of the Investigator’s kvledge of the event.

All neonatal deaths that occur within 28 days oftbshould be reported, without regard to
causality, as SAEs. In addition, any infant dedthr 28 days that the Investigator(s) suspects is
related to the in utero exposure to the investgati product(s) should also be reported to
Celgene Corporation Drug Safety by facsimile witBéhhours of the Investigators’ knowledge

of the event.

If the female is found not to be pregnant, any heitgation regarding the subject’s continued
participation in the study will be determined by thvestigator(s) and the Celgene Corporation
Medical Monitor.

Expedited Reporting of Adverse Events

For the purpose of regulatory reporting, Celgengp@ation Drug Safety will determine the
expectedness of events suspected of being relateddlidomide based on the Investigator
Brochure.

For countries within the European Economic AreaAEEelgene Corporation will report in an
expedited manner to Regulatory Authorities anddsti@ommittees concerned, SUSARS in
accordance with Directive 2001/20/EC and the Detlaibuidance on collection, verification and
presentation of adverse reaction reports arisioig ftlinical trials on medicinal products for
human use (ENTR/CT3) and also in accordance witimitg-specific requirements.

For the purpose of regulatory reporting in the EE&|gene Corporation Drug Safety will
determine the expectedness of events suspectedmyf telated to the other investigational
medicinal product (IMP), cetuximab, based on thé>Snfor this product.

Celgene Corporation shall notify the Investigatbthe following information:

Any AE associated with the use of investigatiorraldoict(s) in this study or in other studies that
is both serious and unexpected, i.e., suspectedpented serious adverse reaction (SUSAR)

Any finding from tests in laboratory animals thaggests a significant risk for human subjects
including reports of mutagenicity, teratogeniciy,carcinogenicity.

Where required by local legislation, the Investigathall notify his/her IRB/IEC promptly of
these new serious and unexpected AE(S) or signifitsks to subjects.
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The Investigator must keep copies of all pertirgiéty information, including correspondence
with Celgene Corporation and the IRB/IEC, on fded Sectioi8.3for records retention
information).

Celgene Corporation Drug Safety Contact Information

For Local Drug Safety Affiliate Office contact infoation, please refer to the Serious Adverse
Event Report Form Completion Guidelines.
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21.3. Lenalidomide Pregnancy Risk Minimisation Plan for Galgene
Clinical Trials (Ex-EU territories)

Section 21.3 applies to all patients receiving lidlamide therapy. The following Pregnancy
Risk Minimisation Plan documents are included is gection:

1. Lenalidomide Risks of Fetal Exposure, Pregnancyiig@$uidelines and Acceptable
Birth Control Methods (Sectiaal.3.J);

2. Lenalidomide Education and Counselling Guidanceubaent (Sectior21.3.2;
3. Lenalidomide Patient Card (Sectigfh.3.3 and,
4. Lenalidomide Information Sheet (Sectidh.3.4.

1. The Lenalidomide Risks of Fetal Exposure, Pregndresting Guidelines and Acceptable
Birth Control Methods document (Sectiah.3.]) provides the following information:

* Risks to the foetus associated with lenalidomideosure
* Definition of Woman of Childbearing Potential

* Pregnancy testing requirements for patients recgilenalidomide who are women
of childbearing potential

» Acceptable birth control methods for both womarufdbearing potential and male
patients receiving Lenalidomide in the study

* Requirements for counselling of all study patigeteiving Lenalidomide about
pregnancy precautions and the potential risks efaloexposure to lenalidomide

2. The Lenalidomide Education and Counselling Guidddoceument (Sectio@1.3.9 must be
completed and signed by either a trained counselltiie Investigator at the participating
clinical centre prior to each dispensing of lenafidde study treatment. A copy of this
document must be maintained in the patient records.

3. The Lenalidomide Patient Card (Secth3.3 will be completed by the Investigator for
each patient receiving lenalidomide study therajgr o the start of lenalidomide study
treatment. For women of childbearing potential salidy-related pregnancy tests will be
recorded on this patient card.

The Lenalidomide Information Sheet (Sectitin3.9 will be given to each patient receiving
lenalidomide study therapy. The patient must ré&ldocument prior to starting lenalidomide
study treatment.

Confidential and Proprietary 74 29 June 2009



Lenalidomide (CC-5013)
Protocol: CC-5013-COLO-001 Celgene Corporation

21.3.1. Lenalidomide Risks of Fetal Exposure, Pregnancy T&ag Guidelines and
Acceptable Birth Control Methods

Risks Associated with Pregnancy

Lenalidomide is structurally related to thalidomid@alidomide is a known human teratogenic
active substance that causes severe life-thregtéiitn defects. An embryofoetal development
study in animals indicates that lenalidomide preglmalformations in the offspring of female
monkeys who received the drug during pregnancihe tératogenic effect of lenalidomide in
humans cannot be ruled out. Therefore, a riskmigation plan to prevent pregnancy must be
observed.

Criteria for woman of childbearing potential (WCBP)

This protocol defines a woman of childbearing pttdmas a sexually mature woman who: 1) has
not undergone a hysterectomy or bilateral oophoregtor 2) has not been naturally
postmenopausal (amenorrhea following cancer thedapyg not rule out childbearing potential)
for at least 24 consecutive months (i.e., has hanses at any time in the preceding 24
consecutive months).

Counselling

For a woman of childbearing potential, lenalidomigleontraindicated unless all of the
following are met (i.e., all women of childbearipgtential must be counselled concerning the
following risks and requirements prior to the startenalidomide study therapy):

* She understands the potential teratogenic riskeaihborn child

» She understands the need for effective contraggpiithout interruption, 4 weeks
before starting study treatment, throughout theeduration of study treatment,
dose interruption and 28 days after the end ofystxghtment

» She should be capable of complying with effectivattaceptive measures

* She is informed and understands the potential cuesees of pregnancy and the
need to notify her study doctor immediately if #nés a risk of pregnancy

* She understands the need to commence the stutipér@aas soon as lenalidomide is
dispensed following a negative pregnancy test

» She understands the need and accepts to undegyapoy testing based on the
frequency outlined in this protocol gble 3.

» She acknowledges that she understands the hazatdeeessary precautions
associated with the use of lenalidomide

The investigator must ensure that for women ofdifghring potential:

» Complies with the conditions for pregnancy risk mmization, including
confirmation that she has an adequate level of nstaleding

» Acknowledge the aforementioned requirements
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For a woman NOT of childbearing potential, lenafdde is contraindicated unless all of the
following are met (i.e., all women NOT of childbewsy potential must be counselled concerning
the following risks and requirements prior to thertsof lenalidomide study therapy):

» She acknowledges that she understands the hazatdeeessary precautions
associated with the use of lenalidomide

Traces of lenalidomide have been found in semeale Matients taking lenalidomide must meet
the following conditions (i.e., all males must lminselled concerning the following risks and
requirements prior to the start of lenalidomidedgttherapy):

» Understand the potential teratogenic risk if engagesexual activity with a woman
of childbearing potential

» Understand the need for the use of a condom evenhfs had a vasectomy, if
engaged in sexual activity with a woman of childbegapotential.

Contraception

Women of childbearing potential (WCBP) enrolledhis protocol must agree to use two
reliable forms of contraception simultaneouslyaptactice complete abstinence from
heterosexual intercourse during the following tipeeiods related to this study: 1) for at least 28
days before starting investigational product; 2)levparticipating in the study; 3) dose
interruptions; and 4) for at least 28 days aftedgttreatment discontinuation.

The two methods of reliable contraception mustudelone highly effective method and one
additional effective (barrier) method. WCBP mustréierred to a qualified provider of
contraceptive methods if needed. The followingext@mples of highly effective and additional
effective methods of contraception:

» Highly effective methods:
— Intrauterine device (IUD)
— Hormonal (birth control pills, injections, implapts
— Tubal ligation
— Partner’s vasectomy
» Additional effective methods:
- Male condom
— Diaphragm
— Cervical Cap

Implants and levonorgestrel-releasing intrautesiypstems are associated with an increased risk
of infection at the time of insertion and irregwaginal bleeding. Prophylactic antibiotics
should be considered particularly in patients wigutropenia.

Pregnancy testing
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Medically supervised pregnancy tests with a minima@msitivity of 25 mlU/mL must be
performed for women of childbearing potential, urdihg women of childbearing potential who
commit to complete abstinence, as outlined below.

Before starting investigational product
Female Patients:

WCBP must have two negative pregnancy tests (s@hsuf at least 25 mIU/mL) prior to
starting lenalidomide. The first pregnancy tesstrbe performed within 10-14 days prior to the
start of lenalidomide and the second pregnancyntest be performed within 24 hours prior to
the start of lenalidomide. The patient may noenee investigational product until the
Investigator has verified that the results of thesgnancy tests are negative.

Male Patients

Must practice complete abstinence or agree t@ausmdom during sexual contact with women
of childbearing potential while participating iretistudy, during dose interruptions and for at
least 28 days following investigational productogistinuation, even if he has undergone a
successful vasectomy.

During study participation and for 28 days following investigational product
discontinuation

Female Patients:

» WCBP with regular or no menstrual cycles must atpdeave pregnancy tests
weekly for the first 28 days of study participatiamd then every 28 days while on
study, at study discontinuation, and at day 2&feihg investigational product
discontinuation. If menstrual cycles are irreguthe pregnancy testing must occur
weekly for the first 28 days and then every 14 dalyde on study, at study
discontinuation, and at days 14 and 28 followingestigational product
discontinuation.

» At each visit, the Investigator must confirm witletWCBP that she is continuing to
use two reliable methods of birth control at eaisiit.v

» Counselling about pregnancy precautions and thengiat risks of foetal exposure
must be conducted at a minimum of every 28 days.

» If pregnancy or a positive pregnancy test does oicca study patient, lenalidomide
must be immediately discontinued.

* Pregnancy testing and counselling must be perfoifree@atient misses her period or
if her pregnancy test or her menstrual bleedirapisormal. Investigational product
treatment must be discontinued during this evadnati

» Women must agree to abstain from breastfeedingndwtudy participation and for at
least 28 days after investigational product disoomition.

Male Patients:
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» Counselling about the requirement for condom usadsexual contact with women
of childbearing potential and the potential risk$oetal exposure must be conducted
at a minimum of every 28 days.

» If pregnancy or a positive pregnancy test doesoicctine partner of a male study
patient during study participation, the investigatast be notified immediately.

Additional precautions

» Patients should be instructed never to give thidiareal product to another person
and to return any unused capsules to the Investigathe end of treatment.

* Female patients should not donate blood duringfieand for at least 28 days
following discontinuation of lenalidomide.

* Male patients should not donate blood, semen ansgering therapy or for at least
28 days following discontinuation of lenalidomide.

Only enough lenalidomide for one cycle of therapgyrbe dispensed with each cycle of therapy.
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21.3.2. Lenalidomide Education and Counselling Guidance Dagment
Protocol Number:

Patient Name (Print): DOB: / / (mm/ddlyyyy)

Female:

If female, check one:

o WCBP (Woman of childbearing potential): sexuallytana female
who: 1) has not undergone a hysterectomy (the calrggmoval of
the uterus) or bilateral oophorectomy (the surgieaioval of both
ovaries) or 2) has not been naturally postmenop#asenorrhea
following cancer therapy does not rule out childbeapotential)
for at least 24 consecutive months (i.e., has haxses at any time
during the preceding 24 consecutive months)

o NOT WCBP

Male:
To be completed prior to each dispensing of lenalamide.

Do Not Dispense lenalidomide if:

* The patient is pregnant.
* No pregnancy tests were conducted for a WCBP.

» The patient states she/he did not use TWO reliaelnods of birth control (unless
practicing complete abstinence of heterosexuatdotese) [at least 28 days prior,
during, dose interruption and 28 days after disoomation of lenalidomide].

WCBP:

1. 1 verified that the required pregnancy tests penfedt are negative.
2. | counselled WCBP regarding the following:

» Potential foetal harm: If lenalidomide is takerridg pregnancy, it may cause birth
defects or death to any unborn baby. Femalesdsisel to avoid pregnancy while
taking lenalidomide. The teratogenic potentialesfdlidomide in humans cannot be
ruled out. WCBP must agree not to become pregnhité taking lenalidomide.

» Using TWO reliable methods of birth control at #&ne time or complete abstinence
from heterosexual intercourse [at least 28 days pduring, dose interruption and 28
days after discontinuation of lenalidomide].

» Continuation of TWO reliable methods of birth cator complete abstinence if
therapy is interrupted.

* That even if she has amenorrhea she must comphyaditice on contraception
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» Use of one highly effective method and one add#ionethod of birth control AT
THE SAME TIME. The following are examples of higtdffective and additional
effective methods of contraception:

— Highly effective methods:

Intrauterine device (IUD)

Hormonal (birth control pills, injections, implahts
Tubal ligation

Partner’s vasectomy

— Additional effective methods:

= Male condom
= Diaphragm
= Cervical Cap

* Pregnancy tests before and during treatment, dé\tba patient agrees not to have
reproductive heterosexual intercourse. Two pregnéests will be performed prior
to receiving investigational product, one within149 days and the second within 24
hours of the start of lenalidomide.

* Frequency of pregnancy tests to be done:

— Every week during the first 28 days of this studg a pregnancy test every 28
days during the patient’s participation in thisdstuf menstrual cycles are regular
or every 14 days if cycles are irregular.

— If the patient missed a period or has unusual megidbleeding.

— When the patient is discontinued from the study andhy 28 after
investigational product discontinuation if menstrexcles are regular. |If
menstrual cycles are irregular, pregnancy testsheitlone at discontinuation
from the study and at days 14 and 28 after invastigal product discontinuation.

» Stop taking lenalidomide immediately in the eveinb@coming pregnant and to call
their study doctor as soon as possible.

* NEVER share lenalidomide with anyone else.

» Do not donate blood while taking lenalidomide aod48 days after stopping
lenalidomide.

» Do not breastfeed a baby while participating i $tudy and for at least 28 days after
investigational product discontinuation.

* Do not break, chew, or open lenalidomide capsules.
* Return unused lenalidomide to the investigator.

3. Provide Lenalidomide Information Sheet to the pdtie
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WOMEN NOT OF CHILDBEARING POTENTIAL (NATURAL MENOPA USE FOR AT
LEAST 24 CONSECUTIVE MONTHS, A HYSTERECTOMY, OR BIL ATERAL
OOPHORECTOMY):

1. 1 counselled the woman NOT of child bearing potntgarding the following:

Potential foetal harm (Refer to item #2 in WCBP)
NEVER share lenalidomide with anyone else.

Do not donate blood while taking lenalidomide aod8 days after stopping
lenalidomide.

Do not break, chew, or open lenalidomide capsules

Return used lenalidomide capsules to the Investigat

2. Provide Lenalidomide Information Sheet to the pdtie

MALE:

1. 1 counselled the Male patient regarding the follogi

Potential foetal harm (Refer to item #2 in WCBP).

To engage in complete abstinence or use a condan @gaging in sexual
intercourse (including those who have had a vasggtavith a woman of
childbearing potential, while taking lenalidomidieiring dose interruptions and for
28 days after stopping lenalidomide.

Males should notify their study doctor when theimgle partner becomes pregnant
and female partners of males taking lenalidomidrikhbe advised to call their
healthcare provider immediately if they get pregnan

NEVER share lenalidomide with anyone else.

Do not donate blood, semen or sperm while takinglldomide and for 28 days after
stopping lenalidomide.

Do not break, chew, or open lenalidomide capsules.

Return unused lenalidomide capsules to the invegstig

2. Provide Lenalidomide Information Sheet to the pdtie

Investigator/Counsellor Name (Print):

(circle applicable)

Investigator/Counsellor Signature: Date:

/

/

(circle applicable)
**Maintain a copy of the Education and CounselllBgidance Document in the patient records. **
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21.3.3. Lenalidomide Patient Card

Protocol Number:

Subject study ID (Print): DOB: / / (mm/dd/yyyy)
Investigator to complete each section.

1. Status of Patient (pick one)

* Woman NOT of childbearing potential*

(*no monitoring of pregnancy tests required. Retaird in records)

« Male

* Woman of child bearing potential

2. Counselling regarding the potential Investigator's Signature

teratogenicity of lenalidomide and the need to
avoid pregnancy has been provided before
first dose dispensed.

Date
3. For Woman of Childbearing potential
Date of | Date of Confirmed no risk Date Investigator’s signature
Visit NEGATIVE of pregnancy lenalidomide

pregnancy test prescribed
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21.3.4. Lenalidomide Information Sheet
FOR PATIENTS ENROLLED IN CLINICAL RESEARCH STUDIES

Please read this Lenalidomide Information Sheebreefou start taking lenalidomide
and each time you get a new supply, since there beynew information. This

Lenalidomide Information Sheet does not take theceplof an informed consent to
participate in clinical research or talking to yastudy doctor or healthcare provider
about your medical condition or your treatment.

What is the most important information | should kmoaboutlenalidomide?

1. Lenalidomide may cause birth defects (deformed babs) or death of an unborn
baby. Lenalidomide is similar to the medicine thalidomidt is known that thalidomide
causes life-threatening birth defects. Lenalidonmde not been tested in pregnant
women but may also cause birth defects. Prelimifiadings from a monkey study
appear to indicate that lenalidomide caused biefeats in the offspring of female
monkeys who received the drug during pregnancy

If you are a woman who is able to become pregnant:
* Do not take lenalidomide if you are pregnant onglabecome pregnant
— for 28 days before starting lenalidomide
— while taking lenalidomide
— during dose interruptions of lenalidomide
— for 28 days after stopping lenalidomide
» Stop taking lenalidomide if you become pregnantridplenalidomide treatment
» Do not breastfeed while taking lenalidomide
* You must have pregnancy testing done at the fotfigwimes:
— within 10 — 14 days and again 24 hours prior tofifs¢ dose of lenalidomide
— weekly for the first 28 days

— every 28 days after the first month or every 14sdéyou have irregular
menstrual periods

— if you miss your period or have unusual menstriegding

— 28 days after the last dose of lenalidomide (1428days after the last dose if
menstrual periods are irregular)

* You must practice complete abstinence or use tliabte, separate forms of
effective birth control at the same time:

— for 28 days before starting lenalidomide
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— while taking lenalidomide
— during dose interruptions of lenalidomide
— and for 28 days after stopping lenalidomide

» The study doctor will be able to advise you wherget additional advice on
contraception.

» If you suspect you are pregnant at any time dutiegstudy, you must stop
lenalidomide immediately and immediately inform ystudy doctor. The study
doctor will report all cases of pregnancy to Celg@orporation.

* In order to ensure that an unborn baby is not eeghts lenalidomide, your study
doctor will complete a Patient Card documenting toas have been informed of the
requirement for you NOT to become pregnant duniagttment with lenalidomide
and for 28 days after stopping treatment.

If you are a woman not of childbearing potential:

In order to ensure that an unborn baby is not eegh¢s lenalidomide, your study
doctor will complete a Patient Card documenting ttwau are not able to become
pregnant.

If you are a male:

Lenalidomide is detected in trace quantities in aonsemen. The risk to the
foetus in women of child bearing potential whoseleampartner is receiving
lenalidomide is unknown at this time.

* Male patients must practice complete abstineneeust use a condom during sexual
intercourse with a pregnant woman or a woman whbdan become pregnant
(including those who have had a vasectomy),:

— While you are taking lenalidomide
— During dose interruptions of lenalidomide
— For 28 days after you stop taking lenalidomide

* Male patients should not donate sperm or semenhile taking lenalidomide and for
28 days after stopping lenalidomide.

» If you suspect that your partner is pregnant any tme during the study, you must
immediately inform your study doctor. The study dodor will report all cases of
pregnancy to Celgene Corporation.

Lenalidomide restrictions in sharing lenalidomide ad donating blood:

* Do not share lenalidomide with other people. It theskept out of the reach of
children and should never be given to any othesquer

» Do not give blood while you take lenalidomide and28 days after stopping
lenalidomide.
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» Do not break, chew, or open lenalidomide capsules.
* You will get no more than a 28-day supply of ledainide at one time.

* Return unused lenalidomide capsules to your stadyod.

Additional information is provided in the informemnsent form and you can
ask your study doctor for more information.
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21.4. Lenalidomide Pregnancy Prevention Risk ManagementI|Bn
(Europe)

Section21.4applies to all patients randomized to receivelldomide. The following
pregnancy prevention Risk Management Plan docunagatscluded in this section)
Lenalidomide Risks of Fetal Exposure, Pregnancyiig$uidelines and Acceptable Birth
Control Methods (Sectiol1.4.]); 2) Lenalidomide Education and Counseling Guiganc
Document (Sectio@1.4.2; 3) Lenalidomide Patient Card (Secti®h.4.3 and 4) Lenalidomide
Information Sheet (Sectidzil.4.9.

The Lenalidomide Risks of Fetal Exposure, Pregndresting Guidelines and Acceptable Birth
Control Methods document (Secti@f.4.]) provides the following information:

» Risks to the fetus associated with lenalidomideosxpe
» Definition of Woman of Childbearing Potential

* Pregnancy testing requirements for patients recgil@nalidomide who are women
of childbearing potential

» Acceptable birth control methods for both womamwrlufdbearing potential and male
patients receiving lenalidomide

* Requirements for counseling of all study patieetgiving lenalidomide about
pregnancy precautions and the potential riskstaf Bxposure to lenalidomide

The Lenalidomide Education and Counseling Guidddwmeument (Sectiof1.4.2 must be
completed and signed by a trained counselor gahcipating clinical center prior to the first
dispensing of lenalidomide. A copy of this documenist be maintained in the patient records.

The Lenalidomide Patient Card (Sectiih4.3)will be completed by the Investigator for each
patient at the clinical site randomized to recéarealidomide prior to the start of treatment. For
women of childbearing potential, all study-relaprdgnancy tests will be recorded on this
patient card.

The Lenalidomide Information Sheet (Sectitin4.9 will be given to each patient randomized
to receive lenalidomide. The patient must readdbisument prior to starting lenalidomide and
when the patient receives a new supply of lenaliderfor each new cycle of treatment.
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21.4.1. Lenalidomide Risks of Fetal Exposure, Pregnancy Téag Guidelines and
Acceptable Birth Control Methods (Europe)

Pregnancy warning

Lenalidomide is related to thalidomide. Thalidomid known to cause severe life-threatening
human birth defect®reliminary findings from a monkey study appeaintticate that
lenalidomide caused birth defects in the offspohfemale monkeys who received the drug
during pregnancy.If lenalidomide is taken during pregnancy, it mayse birth defects or death
to any unborn baby. Women must not become pregmiaite taking lenalidomide. If you are
female, you agree not to become pregnant whilegalenalidomide.

You must NEVER share lenalidomide with someone. else

The conditions of the Pregnancy Prevention Prograust be fulfilled for all patients unless
there is reliable evidence that the patient do¢éfaee childbearing potential.

Criteria for women of childbearing potential (WCBP)

A woman of childbearing potential is a sexually anatwoman who: 1) has not undergone a
hysterectomy or bilateral oophorectomy or 2) hasbeen naturally postmenopausal
(amenorrhea following cancer therapy does notaoutechildbearing potential) for at least 24
consecutive months (i.e., has had menses at aryittithe preceding 24 consecutive months).

Counseling

For a woman of childbearing potential, lenalidomisleontraindicated unless all of the
following are met (i.e., all women of childbearipgtential must be counseled concerning the
following risks and requirements prior to the starstudy therapy):

* She understands the potential teratogenic riskeaihborn child

» She understands the need for effective contraggptithout interruption, 4 weeks
before starting treatment, throughout the entination of treatment, and 4 weeks
after the end of treatment

» Even if a woman of childbearing potential has anmérea she must follow all the
advice on effective contraception

» She should be capable of complying with effectivattaceptive measures

* She is informed and understands the potential cuesees of pregnancy and the
need to rapidly consult if there is a risk of pragoy

* She understands the need to commence the treaasnenbn as lenalidomide is
dispensed following a negative pregnancy test

» She understands the need and accepts to undeggapoy testing every 4 weeks
except in case of confirmed tubal sterilisation

» She acknowledges that she understands the hazatdeeessary precautions
associated with the use of lenalidomide
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For a woman NOT of childbearing potential, lenafidde is contraindicated unless all of the
following are met (i.e., all women NOT of childbewsy potential must be counseled concerning
the following risks and requirements prior to thertsof study therapy):

* She understands the potential teratogenic riskeaihborn child

» She acknowledges that she understands the hazatdeeessary precautions
associated with the use of lenalidomide

For male patients taking lenalidomide, clinicaladet available demontrating the presence of
lenalidomide in human semen. Male patients takemglidomide must meet the following
conditions (i.e., all males must be counseled caricg the following risks and requirements
prior to the start of study therapy):

» Understand the potential teratogenic risk if engagesexual activity with a woman
of childbearing potential

» Understand the need for the use of a condom ifgetya sexual activity with a
woman of childbearing potential

The investigator must ensure that for women ofdifghring potential:

* The patient complies with the conditions for PregnaPrevention Programme,
including confirmation that she has an adequatel lelunderstanding

» The patient has acknowledged the aforementioneditioms

Contraception

Women of childbearing potential must use one effeanethod of contraception for 4 weeks
before starting lenalidomide, while taking lenahaide, and until 4 weeks after discontinuation
of lenalidomide and even in case of dose interauptinless the patient commits to absolute and
continuous abstinence confirmed on a monthly b#fsit established on effective
contraception, the patient must be referred topgamapriately trained health care professional for
contraceptive advice in order that contraceptiantmainitiated.

The following can be considered to be examplesitélsle methods of contraception:
* Implant
» Levonorgestrel-releasing intrauterine system (IUS)
» Medroxyprogesterone acetate depot
* Tubal sterilisation

» Sexual intercourse with a vasectomised male paadmigr vasectomy must be
confirmed by two negative semen analyses

» Ovulation inhibitory progesterone-only pills (i.egsogestrel)

Implants and levonorgestrel-releasing intrautesiystems are associated with an increased risk
of infection at the time of insertion and irregwaginal bleeding. Prophylactic antibiotics
should be considered particularly in patients wigutropenia.

Confidential and Proprietary 88 29 June 2009



Lenalidomide (CC-5013)
Protocol: CC-5013-COLO-001 Celgene Corporation

Copper-releasing intrauterine devices are genenallyecommended due to the potential risks
of infection at the time of insertion and menstrialod loss which may compromise patients
with neutropenia or thrombocytopenia.

Pregnancy testing

According to local practice, medically supervisedgmancy tests with a minimum sensitivity of
25 mIU/mL must be performed for women of childbegrpotential, including women of
childbearing potential who commit to abstinencepattined below.

Prior to starting treatment

Two medically supervised pregnancy tests shoulpdsormed during the protocol screening
period. The first pregnancy test must be performighin 10-14 days prior to the start of
lenalidomide and the second pregnancy test mugetiermed within 24 hours prior to the start
of lenalidomide.

Follow-up and end of treatment

A medically supervised pregnancy test should beatsal every 4 weeks, including 4 weeks
after the end of treatment, except in the cas@ofitned tubal sterilisation. These pregnancy
tests should be performed on the day of the stigiyor in the 3 days prior to the visit to the
investigator.

Men

It is known that lenalidomide is present in semErerefore all male patients should use
condoms throughout treatment duration, during daseruption and for 1 week after cessation
of treatment if their partner is of childbearingétial.

Additional precautions

Ideally, pregnancy testing, issuing and dispenknglidomide should occur on the same day.
Dispensing of lenalidomide should occur at the ofathe study visit.

Patients should be instructed never to give thidiom@al product to another person and to return
any unused capsules to their pharmacist at th@kindatment.

Patients should not donate blood or semen durieiggy or for 1 week following
discontinuation of lenalidomide.
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21.4.2. Lenalidomide Education and Counseling Guidance Docguent (Europe)

Protocol Number:
Patient Name (Print): DOB: / / (mm/dd/yyyy)

To be completed at start of therapy:
Counseling for Women of Childbearing Potential

Prior to the first dispense of lenalidomide, | haeeinseled the patient on the following:
* The potential teratogenic risk to the unborn child

» The need for effective contraception (implant, lem@estrel-releasing intrauterine
system (IUS), medroxyprogesterone acetate depud| sterilisation, sexual
intercourse with a vasectomised male only: vasegtomst be confirmed by two
negative semen analyses, ovulatory inhibitory pstgene only pill- desogestrel) 4
weeks before starting treatment, during treatmaetiuption, throughout the entire
duration of treatment and for 4 weeks after the @rtdeatment or absolute and
continued abstinence

» The need to undergo pregnancy testing at 4 weatdyvals unless confirmed tubal
sterilisation

* That even if she has amenorrhoea she must comgilyadvice on contraception

» The potential consequences of pregnancy and threetoestop treatment and consult
rapidly if there is a risk of pregnancy

* The hazards and necessary precautions associdatedseiof lenalidomide
* Not to share medication
» To return unused capsules to Investigator/study sta

* Not to donate blood whilst taking lenalidomide or bne week after stopping

Counseling for Women NOT of Child Bearing Potential

Prior to the first dispense of lenalidomide, | haeeinseled the patient on the following:
* not to share medication
* toreturn unused capsules to Investigator/study sta

* not to donate blood whilst taking lenalidomide ar dne week after stopping
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Counseling for men

Prior to the first dispense of lenalidomide, | haeeinseled the patient on the following;

* The need to use condoms throughout treatment daraturing dose interruption,
and for one week after cessation of treatmentrinea is of childbearing potential.

* Not to share medication
» To return unused capsules to Investigator/study sta

* Not to donate blood or semen whilst taking lenatiitde or for one week after
stopping

Investigator’s Name (Print):

Investigator’s Signature: Date: / /

**Maintain a copy of the Education and Counselingidance Document in the patient records.
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21.4.3. Lenalidomide Patient Card (Europe)

Protocol Number:
Patient Name (Print): DOB: _/ / (mm/dd/yyyy)
Investigator to complete each section.

1. Status of Patient (tick one)

* Woman NOT of childbearing potential*

(*no monitoring of pregnancy tests required. Retard in records)

« Male

* Woman of child bearing potential

2. Counseling regarding the potential Investigator's Signature
teratogenicity of lenalidomide and the need to
avoid pregnancy has been provided before
first dose dispensed.

Date
3. For Woman of Childbearing potential
Date of | Date of Confirmed no risk Date Investigator’s signature
Visit NEGATIVE of pregnancy lenalidomide

pregnancy test prescribed
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21.4.4. Lenalidomide Information Sheet (Europe)

FOR PATIENTS ENROLLED IN CLINICAL RESEARCH STUDIES

Please read this Lenalidomide Information Sheeatreefou start taking lenalidomide and each
time you get a new supply, since there may be néavrmation. This Lenalidomide Information
Sheet does not take the place of an informed comsgrarticipate in clinical research or talking
to your study doctor or healthcare provider abautrynmedical condition or your treatment.

Information for Women Patients of Child Bearing Potential

* Lenalidomide may be harmful to the unborn child.

* In order to ensure that an unborn baby is not eeghts lenalidomide, you doctor will
complete a Patient Card documenting that you haea imformed of the requirement
for you (or your partner) NOT to become pregnanmtrdutreatment with
lenalidomide and for one month after finishing led@mide.

* You should never share lenalidomide with anyone els
* You should always return any unused capsules tintrestigator/study staff

* You should not donate blood during treatment owofoe week after treatment
finishes

* The most common, serious side effects of lenalidenaire a reduction in the number
of blood cells that fight infection and also thedd cells that help the blood to clot.
For this reason your doctor will arrange for youh&ve blood tests weekly for at least
the first 8 weeks of treatment. Lenalidomide mapalause thrombosis (blood clots
in the veins). Therefore you must tell your dogtomediately if you experience:

— any fever, chills, sore throat, cough, mouth ulagrany other symptoms of
infection

— any bleeding or bruising in the absence of injury
— any chest or leg pain
— any shortness of breath.

» If you experience any side effects whilst takingadedomide you should tell your
doctor
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Pregnancy Prevention Program

* Do not take lenalidomide if you are pregnant onkhyou may be pregnant or are
planning to become pregnant,lasalidomide may be harmful to an unborn child

» If you are able to become pregnant, you must folidivthe necessary measures to
prevent you becoming pregnant and ensuring yoae@rpregnant during treatment.
Before starting the treatment, you should ask ylmator if you are able to become
pregnant, even if you think this is unlikely.

» If you are able to become pregnant, you will haregnancy tests under the
supervision of your doctor before treatment. Thedlebe repeated every 4 weeks
during treatment and 4 weeks after the treatmenfiheshed unless it is confirmed
that you have had a tubal sterilisation)

» If you are able to become pregnant you must use®@fe methods of contraception
for 4 weeks before starting treatment, during tresdt, and until 4 weeks after
stopping treatment. Your doctor will advise youappropriate methods of
contraception, as some types of contraception @rescommended with
lenalidomide. It is essential therefore that yoacdss this with your doctor

* Your doctor will be able to advise you where to gg¥ice on contraception

» If you suspect you are pregnant at any time whalsing lenalidomide or in the 4
weeks after stopping, you must stop lenalidomideédiately and immediately
inform your doctor.
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Information for Women Patients Not of Child Bearing Potential

* Lenalidomide may be harmful to the unborn child.

* In order to ensure that an unborn baby is not eeghts lenalidomide, you doctor will
complete a Patient Card documenting that you arale to become pregnant

* You should never share lenalidomide with anyone els
* You should always return any unused capsules ttntrestigator/study staff

* You should not donate blood during treatment owofoe week after treatment
finishes

* The most common, serious side effects of lenalidenaire a reduction in the number
of blood cells that fight infection and also thedu cells that help the blood to clot.
For this reason your doctor will arrange for yothttve blood tests weekly for at least
the first 8 weeks of treatment. Lenalidomide mapalause thrombosis (blood clots
in the veins). Therefore you must tell your dogtomediately if you experience:

— any fever, chills, sore throat, cough, mouth ul@grany other symptoms of
infection

— any bleeding or bruising in the absence of injury
— any chest or leg pain
— any shortness of breath.

» If you experience any side effects whilst takingdedomide you should tell your
doctor
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Information for male patients

* Lenalidomide may be harmful to the unborn child.

* In order to ensure that an unborn baby is not eeghts lenalidomide, you doctor will
complete a Patient Card documenting that you haea informed of the requirement
for your partner NOT to become pregnant duringttnest with lenalidomide and for
one month after you finish lenalidomide.

* You should never share lenalidomide with anyone els
* You should always return any unused capsules tintrestigator/study staff

* You should not donate blood or semen during treatroefor one week after
treatment finishes

* The most common, serious side effects of lenalidenaire a reduction in the number
of blood cells that fight infection and also thedu cells that help the blood to clot.
For this reason your doctor will arrange for youh&ve blood tests weekly for at least
the first 8 weeks of treatment. Lenalidomide mapalause thrombosis (blood clots
in the veins). Therefore you must tell your dogtomediately if you experience:

— any fever, chills, sore throat, cough, mouth ulagrany other symptoms of
infection

— any bleeding or bruising in the absence of injury
— any chest or leg pain
— any shortness of breath.

» If you experience any side effects whilst takingadedomide you should tell your
doctor

* Itis known that lenalidomide passes into humaneserti your partner is able to
become pregnant, and she doesn’t use effectiveam&pition, you must use condoms,
during treatment, during dose interruptions andegkwafter the end of treatment even
if you have had a vasectomy.

» If your partner does become pregnant whilst youaking lenalidomide, you should
inform your treating doctor immediately.
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21.5. Declaration of Helsinki

The Declaration of Helsinki can be found at: hftpayw.wma.net/e/policy/b3.htm.
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